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Simple Summary: In 2020, the global cancer database GLOBOCAN estimated 19.3 million new
cancer cases worldwide. The discovery of targeted therapies may help prognosis and outcome of the
patients affected, but the understanding of the plethora of highly interconnected pathways that mod-
ulate cell transformation, proliferation, invasion, migration and survival remains an ambitious goal.
Here we propose an updated state of the art of YAP as the key protein driving oncogenic response via
promoting all those steps at multiple levels. Of interest, the role of YAP in immunosuppression is a
field of evolving research and growing interest and this summary about the current pharmacological
therapies impacting YAP serves as starting point for future studies.

Abstract: Yes-associated protein (YAP) has emerged as a key component in cancer signaling and
is considered a potent oncogene. As such, nuclear YAP participates in complex and only partially
understood molecular cascades that are responsible for the oncogenic response by regulating multiple
processes, including cell transformation, tumor growth, migration, and metastasis, and by acting as
an important mediator of immune and cancer cell interactions. YAP is finely regulated at multiple
levels, and its localization in cells in terms of cytoplasm—nucleus shuttling (and vice versa) sheds
light on interesting novel anticancer treatment opportunities and putative unconventional functions
of the protein when retained in the cytosol. This review aims to summarize and present the state of
the art knowledge about the role of YAP in cancer signaling, first focusing on how YAP differs from
WW domain-containing transcription regulator 1 (WWTR]I, also named as TAZ) and which upstream
factors regulate it; then, this review focuses on the role of YAP in different cancer stages and in the
crosstalk between immune and cancer cells as well as growing translational strategies derived from
its inhibitory and synergistic effects with existing chemo-, immuno- and radiotherapies.
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1. The Hippo Pathway Core

The Hippo signaling pathway probably does not affect all functions that are currently
known to be carried out under physiological and disease conditions. Indeed, Hippo refers
to the serine/threonine protein kinase Hpo, originally identified in Drosophila melanogaster
to produce a “hippopotamus”-like phenotype as a consequence of tissue overgrowth [1-4].
In this review, we will describe some aspects of this pathway considering the mammalian
orthologous proteins and considering the similarity in function in cancer environments.

The key components of the Hippo pathway may be included in two complex mod-
ules: the first module is based on serine-threonine kinase activity, and the second module
involves co-transcriptional effectors. Proteins with kinase activities are mammalian Ste20-
like (MST) kinases 1-2 and large tumor suppressors (LATSs) 1-2. On the other hand, the
transcriptional coactivators are represented by Yes-associated protein (YAP) 1 and WW
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domain-containing transcription regulator 1 (WWTR1, also named TAZ) [1]. A cascade of
multiple phosphorylation events (at multiple sites) occurs from MST1-2 to YAP. MST1-2
heterodimerizes with Salvador (SAV) 1 through the sav/Rassf/Hpo (SARAH) domain,
which allows the phosphorylation of LATS1-2 but also of SAV1 and MOB1. LATS1-2
phosphorylates YAP and TAZ by binding to its partner MOB1. When the kinase module
is inactive, YAP and TAZ are not phosphorylated and translocate from the cytosol to the
nucleus, where they induce the expression of several genes involved in antiapoptotic pro-
cesses by targeting members of the TEA domain (TEAD) transcription factor family. When
MST1-2 and LATS1-2 are active and phosphorylated, they mediate the phosphorylation
of YAP and TAZ, which remain anchored to 14-3-3 in the cytosol and may be degraded
by the proteasome [5] (Figure 1). Despite these cycles of phosphorylations and dephos-
phorylations have constituted the main regulator mechanisms for YAP shuttling from the
cytoplasm to the nucleus for years, the state of the art of these mechanisms shouldn’t be that
simple. Indeed, ten years ago, a study by Wada et al. reported a significant YAP restrain
into the nucleus in spite of its phosphorylation by LATS1-2 [6]. Moreover, in the last four
years, three studies provided additional insights on the “rules” governing this mechanism
of nucleo-cytoplasm shuttling, which constitutes as druggable for therapeutic strategies
against cancer. Basically, the shuttling of YAP is continuous and at the equilibrium inside
cells at “resting conditions”. This equilibrium can be impaired under different stimulations
through the action of upstream pathways (reported in chapter 2) that intersect with YAP.
For example, stimuli that induce LATS-mediated phosphorylation of YAP, increase its
export rate from the nucleus through the adaptor protein exportin 1 (XPO1) [7] (Figure 1).

Manning et al. provided evidence that dynamic fluctuations of YAP localization
are cell-type- and cell-cycle-dependent [8]. YAP function would be dependent to the
rate of its nuclear import which, in turn, depends exclusively on Hippo proteins and
mediate YAP interactions with Importin «l [8,9]. Interestingly, despite YAP and TAZ do
not have a nuclear localization sequence, Kofler M. et al. for the first time unveiled a
non-canonical motif in their sequences which ensure their movement across the nuclear
envelope. Noteworthy, its nuclear export sequence would overlap with the position to
which TEAD partners interact with the co-transcriptional factors, thus making this site
useful for nuclear export [10] (Figure 1).

Currently, all these studies are not sufficient to definitively outline which is the
preferred “force” driving YAP localization. To date, a combination of induced nuclear
import/export sequences, interaction with proteins at the nuclear envelope or close to the
DNA and post-translational modifications regulate nuclear YAP accumulation in a mode
which is strongly dependent from cell-type and external stimulus (Figure 1).

This apparently simple pathway becomes complicated if several points that will
be outlined below are considered, or if the countless upstream regulators, the complex
crosstalk with multiple additional pathways acting in parallel, the integration of signals
with tissue specificity and the continued discovery of new players are considered [11].

Structural and Functional Differences between YAP and TAZ

The structural differences between YAP and TAZ are minimal. YAP is a 488-amino-
acid protein that is composed of an amino-terminus (N-terminus) rich in prolines; a
TEAD-binding domain (BD) that constitutes a platform interaction site for multiple TEAD
factors [12]; one 14-3-3 BD, which is able to interact with 14-3-3 family proteins once YAP
becomes phosphorylated and is responsible for its cytoplasmic retention; two WW domains
(so-called for the presence of two highly conserved tryptophan residues) that recognize
a series of two prolines and one tyrosine separated by any amino acid (PPXY), which
is a domain found in many transcription factors; one transcriptional activation domain
(TAD); and one PDZ BD at the carboxyl terminus (C-terminus), which regulates the nuclear
localization and is a binding site for additional proteins carrying PDZ domains [5,13].
From this concise description, it is clear that the protein exerts all its functions entirely by
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binding multiple partners; indeed, it does not have the possibility to interact directly with
DNA [14].
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Figure 1. Schematic representation of factors which determine to date nuclear—cytoplasm shuttling
of YAP. (1) Phosphorylations and dephosphorylations of both upstream Hippo members and YAP.
(2) Nuclear import mediated by importins. (3) Nuclear import through nuclear localization sequence
(NLS) and mediated by RhoA. (4) Nuclear export mediated by phosphorylations, nuclear exporting
sequence (NES) and exportin 1 (XPO1). (5) Nuclear restraint caused by masking NES motif by TEAD
or other partner interactions.
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On the other hand, TAZ is a 400-amino-acid protein with only one WW domain, four
(instead of five) serine residues that are the target of LATS1 and two activities, one site for
phosphorylation by casein kinase (CK) 1 and no additional regulatory sites included in the
YAP structure [13] (Figure 2).
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Figure 2. YAP structure and regulation. In the present figure, YAP structure (bottom) is depicted by
showing all binding domains allowing protein-protein interactions to exert YAP pro-tumorigenic
functions. From the N-terminus to C-terminus of the 488 aa protein it can be distinguished a
proline-rich domain (PP), one TEAD binding domain (BD), one 14-3-3 BD, two WW domains, one
transcriptional activation domain (TAD) and one PDZ BD. Yellow circles highlight phosphorylation
sites at serine (S). Green circles evidence phosphorylation sites at tyrosine (Y) and one additional site
for lysine (K) methylation is reported. Close to these regulatory sites, kinases or methyltransferase
are represented in white boxes and the pathway that in turn they regulate. Upstream modulators
(top) are depicted in correspondence of the plasma membrane (PM). In detail, on the left G-protein-
coupled receptors (GPCRs)-mediated signal transduction by which several growth factors and
hormones regulate the kinase module of the Hippo pathway via RhoA-GTPases. Going forward,
the cadherin-catenin complex involved in both structural roles and in the cytoplasmic restrain of
YAP. YAP cytosol-nucleus shuttling is also modulated by proteins involved in cell polarity and tight
junctions, such as the Scribble complex, Crumbs (CRB) family members and Merlin which mainly
operate for the recruitment, stabilization and function of the kinase module. On the right, signals
of mechanotransduction such as cell density, extracellular matrix (ECM) stiffness and stretching
are reported. AMOTLI: angiomotin-like 1; AMPK: AMP-activated protein kinase; C-Abl: Abl
proto-oncogene; CK1: casein kinase 1; DLG5: disc large 5; NLK: nemo-like kinase; PKA: cAMP-
dependent protein kinase; PKC: protein kinase C; PTPN14: nonreceptor tyrosine phosphatase 14;
Set7: SET-domain containing 7, histone lysine methyltransferase.

Notably, among all phosphorylation sites, the two most important for YAP inhibition
are the serines at positions 127 (5127) and S381, while for TAZ, the two most important
sites are S89 and S311 [15].
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The first functional difference between the co-transcriptional factors lies in their
appearance during embryo development. YAP is translated in early stages (E3.5, blastocyst);
however, TAZ is not detectable before stage E6.5. This difference might, in principle, explain
the observation that the phenotype resulting from the loss of YAP during embryonic
development cannot be compensated by the functions of TAZ [16] because YAP is absent.
Nevertheless, YAP KO and wild-type (WT) phenotypes become significantly different from
each other between stages E8.5 and 10.5 [16].

The loss of TAZ is reported to increase the expression and resulting function of YAP
in nearly all stages of life. For example, in a model of human corneal stroma fibrosis, in
which transforming growth factor beta (TGF-f3) transforms keratocytes in myofibroblasts
by activating fibroblasts in a Hippo-dependent manner, the presence of TAZ limits YAP
function; otherwise, the downregulation of YAP, which does not interfere with TAZ expres-
sion, counteracts the fibrosis process [17]. TGF-f3 pathway and YAP/TAZ signaling are one
of many examples of how the latter is highly interconnected to several molecular routes
inside cells at multiple levels. TGF-f signaling is prone to regulate either proliferation or
apoptosis, thus covering a dual role in cancer [18]. One factor of regulation between both
pathways is the subcellular localization of their players. Small mothers against decapen-
taplegic (SMAD) proteins (which are in turn subdivided in regulators, coactivators and
inhibitors) are key transducers for receptors of TGF-f3 and move towards the nucleus from
the cytoplasm and vice versa [19], as YAP/TAZ did. In this scenario, it has been reported
that once into the cytoplasm YAP may interact with SMAD? (inhibitory SMAD) to promote
the repression of the SMAD- and TGF-3-mediated signaling [20]. Otherwise, into the
nucleus the complex formation between YAP/TAZ and regulatory and coactivator SMAD
(2,3,4 isoforms) triggers strong transcriptional activities [21] critical in wound healing.

Some reports described a relevant function of YAP compared to TAZ [22,23], and
this function was highlighted by developmental studies in embryos lacking YAP. YAP-KO
embryos become impaired by several defects in vasculogenesis and chorioallantoid fusion
in addition to their small size [24]. Here, the presence or modulation of TAZ does not
improve this condition.

Moreover, YAP, when induced, triggers proteosomal-dependent degradation of TAZ [25]
through its TAD and PDZ motifs and via the crosstalk of the GSK-33-dependent phos-
phorylation cascade and the 3-catenin pathway [26]. This process is unidirectional and
finely regulates TAZ abundance in mammalian cells [25]. Although in contrast with what
was described above, this regulatory mechanism, if confirmed with additional mechanistic
insights and in other experimental settings, would at least partially explain a couple of
observed biological events: the high turnover of TAZ (compared to the stability of YAP
and considered the “double” regulation of the protein by ubiquitin on the additional phos-
phodegron at the N-terminus not shared by YAP) and the tumor suppressor properties of
YAP [27,28]. Indeed, TAZ downregulation promotes drastic cell death.

To complicate the matter, these proteins may also differ in a tissue-specific way. Inter-
actions between YAP/TAZ and TEAD factors constitute another point of nonredundancy
of the proteins. The determination of the crystal structure of the TAZ-TEAD heterodimer
revealed the possibility that TAZ binds tandemly located TEAD factors efficaciously; this
mode would differ from the mode used by YAP to form 1:1 heterodimer complexes [29].
This difference might suggest differential activation of downstream genes, as the recently
identified angiomotin-like 2 (AMOTL2) and FOS-like 1 (FOSL1) genes are dependent on
only one effector rather than the other effector [16].

TEAD:s are characterized by an N-terminus sequence deputed to bind DNA and a C-
terminus representing the transactivation domain involved in YAP binding. YAP encircles
TEADs with its N-terminus portion and gives rise to three interfaces composed by B-sheets
and helices. The third interface assumes importance because it determines the affinity of
binding between molecular partners, while the second interface is home of peptides and
small molecules bindings that may act as disruptor of YAP/TEAD interaction. These works
are carried out by Hong et al. and Pobbati et al. groups who recently identified another
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pocket, showed as target for drugs with great potential in the impairment of YAP/TEAD
complex formation [30,31].

From all these findings, including the fact that double KO of YAP/TAZ leads to
stronger biological effects than simple YAP absence [32], YAP and TAZ do not always have
redundant roles, and the role of TAZ should be revised and better elucidated, although
YAP is currently considered the “predominant twin” and shows growing attention as the
main target for new therapeutic strategies in cancer diseases.

2. Extracellular and Intracellular Modulators of YAP

YAP undergoes constant and rapid phosphorylation and dephosphorylation in re-
sponse to a multitude of intrinsic and extrinsic signals but not always in a Hippo-dependent
manner [5]. These multiple signaling cascades may act in parallel, cooperate to reach
stronger responses, or contrast with each other [32].

Overall, we can mention at least four large groups of upstream pathways that regulate
YAP nuclear localization and function [33], subdivided into: (i) mechanotransduction; (ii)
polarity and tight junction proteins; (iii) the cadherin-catenin complex; and (iv) soluble
growth factors.

2.1. Mechanotransduction

YAP is considered a potent sensor for mechanical stimuli that links communication
signals from the external milieu, such as those generated by cell density, extracellular matrix
(ECM) morphology and stiffness of substrates [32], to several nuclear-derived functions.
Thus, YAP is at the center of a feedback regulatory mechanism by which a cell regulates the
shape and tension of the F-actin cytoskeleton on the basis of the surrounding environment.

Homophilic cell-cell contacts in confluent cells inhibit cell growth through signals
mediated by the cytoplasmic localization of YAP. Otherwise, under low cell density con-
ditions, YAP predominantly localizes in the nucleus, where it activates TEAD-mediated
co-transcription [34,35].

Cell shape and cytoskeletal organization are closely related to the ability of the cell
to attach to the ECM, which provides structural support. As a result, YAP responds to
changes that take place at the level of the whole tissue. Cells cultured on stiff ECM show
high levels of nuclear YAP, whereas YAP is inhibited and localized in the cytoplasm in
an soft ECM environment [36]. ECM stiffness and cell shape have a strong impact on
the architecture and properties of the actin cytoskeleton [32,37]. Two different groups
reported contrasting results regarding modulation of the Hippo pathway by mechanical
and physical cues. DuPont revealed that cell geometry and F-actin regulate YAP in a Hippo-
independent manner. This mechanism would require Rho GTPases and a given tension of
the cytoskeleton, maintaining distance of these Rho GTPases from LATS1-2, which are the
main upstream mediators of YAP [38]. Wada et al. proposed that LATS1-2 is essential for
the function of F-actin in the regulation of YAP. Under conditions of low cell densities, cells
are flat and spread, and this status promotes the formation of F-actin filaments. F-actin
filaments inhibit LATS1-2 and, consequently, induce YAP dephosphorylation and nuclear
localization, promoting cell proliferation. Otherwise, at high cell densities, cells become
round, and F-actin filaments are less prominent and activate LATS1-2 [6]. A feedforward
model may be activated: loss of F-actin filaments in a high confluence condition further
triggers LATS1-2 kinase and keeps YAP in its inactive status, while abundant filaments
induce LATS1-2 inactivation and maintain nuclear localization of YAP.

When cells undergo malignant transformation, this loop is deregulated, and F-actin
filaments are lost, impairing autophagosome formation [39]. Moreover, F-actin inhibits tight
junction binding proteins and AMOTs, promoting YAP translocation [40]. Angiomotin
family proteins, included as Hippo components in the last 10 years, directly interact
with YAP; some studies suggest a YAP-inhibitory function of these proteins, increasing
its localization to tight junctions and its consequent phosphorylation [41], while other
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independent groups reported AMOTs as being required for YAP functions with nuclear
maintenance [42].

The dual role of AMOTs reported by the studies could be due to post-translational
modifications and thus to either their hyper- or hypophosphorylation status [43]. A
correlation among cell density, cell geometry and stress fiber quantity in YAP control is
evident. Different reports have identified MAP4K family members as an alternative kinase
pathway able to directly phosphorylate LATS1-2. Interestingly, in response to different
signals such as contact inhibition and F-actin disassembly, the silencing of both MAP4Ks
and MST1-2 is required to suppress YAP phosphorylation [44,45]; indeed, different kinases
may preferentially act to activate LATS1-2 depending on the upstream signals.

Cells are physically connected to the ECM through focal adhesions, which detect
external mechanical signals and translate them into biochemical information through
integrin-related pathways. The 1-integrin pathway, which involves focal adhesion kinase
Src, is activated by stiff ECM and facilitates YAP nuclear localization by affecting LATS1-2
activity [46,47]. Src inhibitors can rapidly block the nuclear translocation of YAP under
serum starvation conditions and in cells under conditions of low confluence. Deletion of
LATS1-2 abolishes the effects of the inhibitors, indicating that Src-mediated regulation of
YAP depends on LATS1-2. This topic will be further explained in the following sections.

The nucleus itself might be considered a mechanotransducer for YAP regulation;
indeed, forces applied to the nucleus (very likely through the cytoskeleton) are sufficient to
represent a signal for YAP nuclear translocation and for the reduction of the mechanical
resistance of pores localized on its membrane [48] (Figure 1).

2.2. Polarity and Tight Junction Proteins

Several studies have demonstrated that either the deregulation or the loss of com-
ponents of cell-cell junctions and cell polarity are permissive steps in cancer cell transfor-
mation and metastasis [49]; other evidence suggests concomitant silencing of the Hippo
pathway and consequent YAP overactivation with nuclear localization [50]. Three major
protein complexes control apical-basolateral polarity.

The first of these protein complexes is Scribble, whose plasma membrane (PM) local-
ization is required for correct cell polarity [51], and the cytoplasmic retention of YAP is
favored by direct action on the kinase module (both MST and LATS). Loss of Scribble leads
to a significant nuclear localization of YAP, which interferes with the role of kinases in its
phosphorylation. Scribble forms a complex with two additional proteins named lethal
giant larvae (Lgl) and discs large (Dlg); recently, DLG5 was also identified as a scaffold
for MST1-2 [52]. DLG5 KO mice show defects in apical-basal polarity; here, DLG5 acts as
a negative regulator of MST1-2 and the Hippo pathway. DLG5 also stably interacts with
microtubule affinity-regulating kinase 3 (MARK3) proteins and prevents binding between
LATS1-2 and MST1-2, turning attention to a possible mechanism of YAP regulation via
MST1-2 inactivation [53].

The second important regulator of cell polarity is the Crumbs (Crb) family. One
of its members, CRB3, is associated with tight junctions and involved in cell-cell contact
inhibition; interestingly, its downregulation leads to an increase in nuclear YAP [54]. Indeed,
when CRB3 is expressed, it interacts with LATS1-2 and is responsible for the correct
phosphorylation of YAP, as observed in studies on mice [55]. An additional level of
YAP activity regulation is mediated by nonreceptor tyrosine phosphatase 14 (PTPN14) by
directly binding to the WW domain of YAP and suppressing its activity [56]. Conversely,
depletion of PTPN14 promotes the nuclear localization of YAP and improves cancer cell
migration. However, other molecular mechanisms of Crumbs remain unclear.

The last modulator of YAP signaling involved in cell polarity is Merlin (encoded by a
tumor suppressor gene, NF2) and its adaptor protein Na* /H* exchanger regulatory factor
(NHERF); Merlin is localized in the inner portion of the PM and constitutes a bridge linking
adherens junctions to the kinase module of the Hippo pathway, and it is able to recruit
and stabilize LATS1-2. Thus, Merlin is a strong inhibitor of YAP [57]; however, its loss
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triggers the impairment of adherens junctions and tissue overgrowth due to YAP nuclear
localization. Adherens and tight junctions are increased in confluent cells and contribute to
LATS1-2 activation and YAP silencing [35,58].

2.3. The Cadherin-Catenin Complex

Cadherins are a family of proteins that play a structural role on the surface of neigh-
boring cells in solid tissues [59]. Different types of cadherins (in this paragraph, we
refer to the Epithelial, E) exist among tissues, and with their multiple, transmembrane
and calcium-dependent domains, they participate in cell adhesion [60], playing a piv-
otal role in maintaining a mechanical balance. E-cadherins form a conserved complex
with -catenin and can mediate several signaling pathways relevant to cancer, such as
epithelial-mesenchymal transition (EMT) [61-63], fibrosis [64] and oncogene activation [65].

Loss of E-cadherin-f3-catenin complexes directly controls the nuclear localization
of YAP in normal and transformed cells [66,67], which promotes cell proliferation but
also inhibits organogenesis. The finding that the MDA-MB-231 cell line, which lacks E-
cadherin, exhibits nuclear localization of YAP even under high cell density conditions
further supports the role of E-cadherin in cell density-mediated regulation of YAP [67].
Direct and indirect mechanisms have been hypothesized: from the concomitant recruitment
of 14-3-3 and the sequestration of YAP to the junctions [68], to the stabilization of the kinase
module function [67] or to Akt activation and Src inhibition [69].

Merlin also directly associates with «-catenin to promote adherens junction forma-
tion [70]. «-Catenin depletion induces the delocalization of Merlin from the junctions
and leads to an increase in nuclear YAP, suggesting that a-catenin may regulate YAP
through different mechanisms [46]. Proliferation assay experiments showed that Merlin
and NHEREF are necessary for the inhibition of proliferation mediated by E-cadherin [67].

2.4. Soluble Growth Factors

In addition to the previously mentioned upstream regulators, YAP can be further
regulated by extracellular signals, which include growth, metabolic and inflammatory
factors and hormones. These signals preferably operate as ligands of different classes of
G-protein-coupled receptors (GPCRs) that transduce signals into the cytoplasm of cells.
Indeed, GPCREs, the largest class of cell surface receptors, are activated in response to
specific soluble factors and, depending on the types of coupled G protein, are able to
induce or repress YAP functions [71-73]. The multitude of agonist-receptor complexes
suggests that the regulation of YAP via GPCRs can be quite complex: the outcome may
depend on the cell type, which receptor is expressed, and which G protein is coupled to
the receptor.

2.4.1. Growth Factors

The Hippo pathway is inhibited by several growth factors; the most common are
epidermal growth factor (EGF), lysophosphatidic acid (LPA) and insulin-like growth fac-
tor (IGF) [74,75]. The main action of these factors is the activation of YAP target genes
by mediating their massive translocation into the nucleus. This translocation is strongly
linked to YAP-mediated cell proliferation and to as the importance of the mitogenic sig-
nals. Few studies have been reported about this topic, and the available studies seem to
suggest that this phenomenon is mediated by the phosphatidylinositol 3-kinase (PI3K)-3-
phosphoinositide-dependent protein kinase 1 (PDPK1) axis but not by AKT signaling [71].
Following this pathway, growth factors stimulate PI3K, which severely impairs the ability
of LATS1-2 to phosphorylate YAP.

2.4.2. Hormones

Hormones, such as glucagon and epinephrine, induce Gas-coupled GPCR signaling
and lead to the silencing of YAP through the cAMP/PKA-dependent inhibition of RhoA
GTPase [73]. Park et al. provided genetic and biochemical evidence that supports the
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involvement of G 12/13 and its role in the alternative Wnt-YAP axis. These authors
characterized alternative Wnt-YAP signaling involving LATS1-2 activation mediated by
Ga 12/13—Rho GTPases to promote YAP activation [76].

2.4.3. Metabolic Factors

Glucose deprivation in culture medium and the inhibition of glycolysis increase YAP
phosphorylation and thus its inactivation, leading to it being retained in the cytoplasm [77].
AMP-activated protein kinase (AMPK), a cellular energy sensor that is sensitive to glucose,
can directly phosphorylate YAP and interact with AMOTL1 and, in turn, LATS1-2 [78].
These observations suggested that AMPK is involved in both the direct and indirect regula-
tion of YAP. Notably, LATS1-2 was also activated under AMPK KO conditions, indicating
that cellular energy stress might activate additional AMPK-independent pathways [58,79].
Associated with this issue, YAP has been found to be directly regulated by the hexosamine
biosynthesis pathway (HBP) in response to glucose availability. O-GlcNacylation of S109
YAP disrupts its interaction with LATS1-2, preventing its phosphorylation and translo-
cation into the nucleus [80]. In addition, Enzo et al. observed that phosphofructokinase
(PFK1), which is responsible for the limiting step of glycolysis, induces the interaction
between YAP and TEAD [77].

Another metabolic mechanism implicated in YAP regulation is the mevalonate path-
way, which is essential for synthesizing bioactive molecules, such as cholesterol, bile acid
and isoprenyl derivatives. Geranylgeranyl pyrophostate is required for the activation
of Rho GTPases, which can inhibit the phosphorylation of YAP and promote its nuclear
localization. Additionally, in cancer cell lines, the activation of YAP activity was correlated
with the increase in mevalonic acid induced by transcriptional activity of sterol regulatory
element-binding proteins (SREBPs). The simultaneous depletion of SREBP1 and SREBP2
in vitro reduced the mevalonate-dependent nuclear localization of YAP to induce a sig-
nificant decrease in YAP target gene expression [81]. In cancer, high levels of mevalonic
acid due to strong activation of the SREBP transcriptional activity promote YAP nuclear
translocation. Consistent with this activation, the mevalonate-YADP axis is central in cancer
cell proliferation and self-renewal [81].

Hypoxia modulates Hippo signaling through the degradation of LATS2 through
a process mediated by the ubiquitin ligase SIAH2 [82]. This mechanism leads to the
activation of YAP and is critical for promoting the growth of breast cancer cells. YAP was
also found to be activated in hepatocellular carcinoma cells under hypoxic conditions and
in hypoxic regions in tissue models, underlying the importance of YAP in the hypoxic
microenvironment of solid tumors [83]. Crosstalk between osmotic pressure and Hippo
signaling was also proposed. Osmotic stress induces YAP nuclear localization in a LATS-
independent manner. Osmotic stress works via a mitogen-activated protein kinase, NLK,
which induces YAP phosphorylation at the 5128 residue. The phosphorylation of 5128
influences the ability of YAP to bind to 14-3-3, even if S127 is phosphorylated by LATS,
inducing YAP nuclear accumulation [84].

In summary; it is reasonable to suppose that YAP represents a complex cellular system
where multiple regulators of the Hippo pathway and YAP have been identified, but most
of these regulators remain to be elucidated.

3. YAP-Dependent Signaling Pathways Impacting Cancer
3.1. YAP Action through the Stages of Cancer Development

Almost all cellular signals that have YAP as a main downstream target effector (i.e.,
mechanotransduction, Rho GTPase, Wnt signaling, inflammation and metabolic varia-
tion [77,81,85-90]) (Figure 3) are highly involved in the regulation of tissue repair, and by
referring to cancers as “wounds that do not heal”, the prominent involvement of YAP in
the regulation of tumor growth appears logical [91]. Accordingly, sustained cell prolifer-
ation is among the best characterized YAP-driven biological responses, emphasizing its
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remarkable involvement in tissue development by directly acting on the amplification of
progenitor cells.

Figure 3. YAP downstream targets in cancer cells. The figure aims to give an overview about the
downstream targets of YAP involved in a given step of cancer development taking into consideration
studies led in vitro, in vivo and referring also to some correlations with poor prognosis in human
patients. Steps of cancer development (indicated in bold uppercase) are proliferation, survival,
invasion, migration and immunosuppression. They are linked to a given pathway by black bold
arrows. Thin black arrows indicate either YAP-dependent protein overexpression (if the protein
is reported in black) or protein downregulation (if reported in red). If the molecular pathway
involves the contribution of additional YAP-dependent proteins expression, they are reported close
to the arrows and preceded by “+”. Otherwise, red lines mean a block or an inhibition of a given
pathway. AP-1: activator protein-1; AREG: amphiregulin; ARHGAP29: Rho GTPase activating
protein 29; AXL: AXL receptor tyrosine kinase; BCAR4: breast cancer antiestrogen resistance 4; BM:
basement membrane; CCL2: C-C motif chemokine ligand 2; CDK9: cyclin-dependent kinase 9; COX2:
cyclooxygenase-2; CSF: colony stimulating factor; CXCL5: C-X-C motif chemokine ligand 5; ECM:
extracellular matrix; ELMO3: engulfment and cell motility 3; GLUL: glutamate-ammonia ligase;
H3K29: monomethylation oh histone 3; HK2: hexokinase 2; IL-6: interleukin 6; LIMK: LIM domain
kinase 1; LY3009120: pan-RAF inhibitor; MED1: mediator complex subunit 1; MDSC: Myeloid-
derived suppressor cells; NK: natural killer; LPAR3: LPA receptor 3; PARD6b: Par-6 Family cell
polarity regulator beta; PD-L1: programmed death-ligand 1; PFKFB3: phosphofructokinase; ROCK:
Rho-associated coiled-coil containing protein kinase 1; Tregs: regulatory T cells; 5FU: 5 fluorouracil.

3.1.1. Proliferation

Systematically, YAP controls cell proliferation by regulating the expression of genes
directly involved in the cell cycle such as cyclins, mitotic kinases, proteins involved in DNA
replication and repair, and transcriptional regulators [92-95]. Notably, all previous studies
aiming to elucidate the regulatory role of YAP in cell proliferation have been conducted in
tumoral environments, where YAP is highly active. Accordingly, abundant literature has
shown abnormal YAP activity in virtually every cancer-associated process by both in vitro
and in vivo analysis [96].



Cancers 2021, 13, 3100

11 of 27

One of the first studies correlating alterations in YAP to cancer development showed
that YAP was present in the 350-kilobase amplicon found in a mouse mammary tumor and
that the overexpression of human YAP promoted EMT, inhibited apoptosis and enhanced
growth factor-independent proliferation in mammalian epithelial cells [97]. Subsequently,
YAP was also identified on the 1121 human amplicon, which is amplified in numerous can-
cer types [98-100]. Finally, to corroborate its role in cancer development, genomic analysis
revealed that YAP is mutationally activated in different cancer types, such as hemangioen-
dothelioma, ependymoma, poroma, porocarcinoma and mesothelioma [101-103]. Despite
those somatic mutations, the connection between YAP overexpression and tumor growth
has been reported by countless studies analyzing most solid tumors, such as lung, colorec-
tal, breast, pancreatic, and liver carcinomas, as well as melanoma and glioma. In these last
tumor types, where a genetic alteration of YAP is not present, its role in promoting tumor
development is associated with Virchow’s cancer theory, in which sustained inflammation
and aberrant tissue regeneration are the crucial drivers of tumorigenesis [91,104].

For all the cancer types listed, scientists have conducted in vitro analyses on immortal-
ized tumoral cell lines and in vivo studies by injecting syngeneic tumoral cells into mouse
models to confirm the active role of YAP in tumor growth, migration and metastasis [104].
As extensively summarized by Thomson, both in vitro and in vivo studies were conducted
on colorectal, breast, pancreatic and lung adenocarcinoma, squamous cell and hepatocellu-
lar carcinomas, cholangiocarcinoma, melanoma, gastric and brain cancers, showing that
the downregulation of YAP results in reduced mass formation, cancer cell dissemination
(either invasion and migration) and metastasis development [104]. Of course, oncogenic
YAP hyperactivation depends also on all those dysregulated upstream regulators which
have been listed in chapter 2 and that are peculiar for the environment of a given cancer. A
careful analysis conducted in solid tumors (i.e., lung cancers [105]) highlighted a role in
the YAP-mediated tumorigenesis and metastasis to the downregulation of LATS1/2 and
AMOT proteins, to the aberrant expression of ABL kinases, the inactivation of either liver
kinase B1 (LKB1), identified to suppress YAP action [106], or Ski, whose promoter becomes
hypermethylated [107].

The inappropriate activation of YAP in virtually every cancer type is further supported
by a large variety of studies analyzing the direct correlation between YAP expression within
cancer cells and patient prognosis [96,108]. A systematic meta-analysis of the literature
combining 21 different studies with a total of 2983 patients demonstrated that both nuclear
and total YAP protein overexpression were directly associated with reduced overall survival
and adverse disease-free survival times [109].

As previously suggested, the protumorigenic role of YAP is dependent on its nu-
clear translocation and its association with TEAD 1-4, which allows its binding with
DNA [110,111], even if most associations with chromatin targets require DNA looping
and the involvement of enhancers [108]. In fact, ChIP-seq analyses revealed that the YAP
transcriptional response is mediated by two elements, namely, TEAD factors and activator
protein-1 (AP-1, dimer of JUN and FOS proteins), which allow YAP/DNA interaction
at cis-regulatory elements containing both TEAD and AP-1 motifs. Once bound, the
YAP/TEAD/AP-1 complex regulates gene transcription, activating different mechanisms:
it promotes p300-dependent acetylation at lysine 27 of histone H3 [111], and it recruits
the Mediator complex and induces transcriptional elongation by RNA Pol-II [110]. These
processes promote the synergic activation of a large variety of cell cycle regulators such
as genes controlling S-phase entry (such as Cyclin D, AXL and FOXM1), mitosis (such as
AREG) and DNA duplication and DNA repair [94,112-114]. Moreover, YAP and TAZ are
able to self-sustain their expression by triggering a positive feedback loop that induces
the expression of their genes and by activating and potentiating the expression of other
proto-oncogenes, such as MYC and AP-1 family factors [115-117].

YAP-induced tumor growth is highly enhanced by AP-1 overexpression, but AP-1
proliferation-enhancing activity is inefficient in the absence of YAP and TAZ. Other ligands
involved in the regulation of tissue growth, such as proteins of the Wnt, Notch, EGF (see
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above), bone morphogenetic protein (BMP)/TGF-f3 and JAK-STAT signaling pathways,
have been shown to be targeted by YAP [118].

With the concomitant transcriptional activity in favor of the expression of pro-survival
genes, YAP is able also to mediate genetic repression of several tumor suppressor genes.
This topic has been reported very recently in two seminal papers by Hoxha et al. [119]
and Lo Sardo et al. [120]. The first describes how a molecular complex composed by the
association of YAP with the factor Yin Yang 1 (YY1), Polycomb repressive complex (PRC2)
and the trimethylation of Histone H3 protein (which means genetic silencing) can inhibit
CDKN1B gene [119]. Encoding for p27, a protein essential to limit S phase entry of the cell
cycle, this clearly sustains cell proliferation. The second one demonstrated once again how
the TGF-p pathway and YAP signaling are interconnected. Indeed, YAP expression induces
a significant downregulation of TGF-f3 Receptor 2 (TGFBR2) through the orchestrated
action of miR-106b-25, post-transcriptionally, and with the help of Enhancer Of Zeste
2 (EZH2, the functional active part of PRC2), a new YAP target involved in the triple
methylation of Histone H3 [120]. EZH2 would act as mediator, without any kind of
heterodimerization with YAP, but the depletion of both proteins reduces colony formation
and tumor growth [120].

Carcinogenesis requires not only extensive cellular proliferation but also adequate
metabolic support to sustain cell maintenance [121]. Interestingly, YAP is also involved
in the high metabolic requirements of tumor cells through the upregulation of enzymes
involved in glutamine metabolism, the hexosamine biosynthesis pathway, nucleotide
biosynthesis and glycolysis [122-125]. Moreover, YAP stimulates BCAR4 IncRNA expres-
sion, upregulating glycolytic factor 6-phosphofructo-2-kinase/fructose-2,6-biphosphatase
3 (PFKFB3) [126] and thus supporting aerobiotic glycolytic-mediated YAP/TAZ transcrip-
tional responses [77].

3.1.2. Invasion and Migration

Another important trait of tumor cells is their ability to invade the extracellular matrix.
Notably, among YAP targets, there are many genes involved in cell adhesion, migration
and angiogenesis such as connective tissue growth factor (CTGF), cysteine-rich angiogenic
inducer (CYR61) and integrins [127,128]. Moreover, the migratory process is sustained
by the cooperation of YAP and TAZ with myocardin-related transcription factor (MRTF)
and serum response factor (SRF) for the activation of cancer-associated fibroblasts, matrix
stiffening, and metastasis [104]. In the tumorigenic process, cell migration is preceded
by the detachment of the cell from its surrounding environment and the initiation of
EMT. Interestingly, YAP represses the programmed cell death prompted by the loss of
attachment to the extracellular matrix (anoikis) [129], which is one of the first steps of EMT.
Additionally, TAZ and YAP activation confers cancer stem cell traits to immortalized breast
cancer cells [130], thus mimicking the staminal induction that is endowed by EMT [131].
However, the correlation between EMT and YAP expression remains to be fully elucidated.
Some studies demonstrate that YAP overexpression supports EMT [132] and that, vice versa,
EMT induces and requires YAP and TAZ expression [130], while EMT is not mandatory for
YAP-induced cell plasticity [133].

EMT represents the first cellular transformation that cancer cells undergo during the
metastatic process, involving a continuous reorganization of the cytoskeleton of cancer
cells, since they undergo constant shape changes required for migratory and invading
progression. In this scenario, YAP supports cytoskeletal remodeling in cancer cells, not
only acting as a mechanotransductor but also modulating different types of genes encoding
proteins involved in cell migration, mainly in a cancer-type-specific way. The promotion
of the metastatic process by YAP-TEAD interactions was first described by Lamar and
colleagues in breast cancer and melanoma cells [134]. In gastric cancer, YAP was found
to regulate F-actin dynamics through the transcription of genes encoding Rho GTPase-
activating protein 29 (ARHGAP29) [135,136]. In pancreatic cancer, YAP promotes cell
motility and invasion via LPA receptor 3 (LPAR3) [136], while in mesothelioma and breast
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cancer cells, YAP mediates the expression of receptor of hyaluronan-mediated motility
(RHAMM). Finally, in breast cancer, YAP promotes migration and invasion by promoting
ZYNX [137] (Figure 2). These experimental data are corroborated by several clinical studies
demonstrating the correlation between YAP or TAZ overexpression and the invasiveness
of human cancers [138-142].

3.1.3. YAP as Tumor Suppressor

Additionally, some studies have reported that YAP expression has a negative effect on the
metastatic process, even repressing it, thus resulting in a more positive prognosis [109,143-145].
Similarly, some findings emphasized a YAP-driven tumor suppressive response. YAP
overexpression in hepatocytes does not lead to cellular clonal expansion unless the target
cell receives a second protumorigenic signal, such as tissue damage or inflammation,
from the surrounding microenvironment [146]. In the absence of these latter signals,
YAP overexpression is counterbalanced by increased apoptosis [147]. Analogous tumor
suppressive responses have also been reported to exist in colorectal cancer [148].

However, it is in the hematological malignancies that the YAP tumor suppressor
activity has been widely described [149]. Despite these kinds of cancer display DNA
damage and an attempt to initiate a regulated cell death mechanism, these cells finally
escape from apoptosis, demonstrated to be caused by low levels of YAP [150]. It has been
shown that forced nuclear accumulation of YAP following the inhibition of MST1/2 kinases
restored cell death in multiple myeloma (MM). With the same rationale but different
target, Maruyama J. et al. identified a novel activator of YAP, enriching possibilities to
pharmacologically treating MM. This, named as IBS003031, increases the amount of the
unphosphorylated protein consequent of increased interactions with phosphatases and
through unknown mechanisms which, in any case, lead to death of the transformed
cells [151]. Again, one of the Hippo pathway components and main regulator of YAP
degradation via the phosphorylation cascade LATS1/2 kinases-mediated, is MOB1. MOB1
was found increased in MM in a process dependent from PINK1-mediated mitophagy [152].
The significant increased instability of YAP and the unedited role of mitophagy shed new
lights on the pathogenesis of MM.

These findings might suggest that YAP activation plays a variable role in the tumori-
genic process: on the one hand, YAP might be responsible for triggering the event, but YAP
also requires external signals from the surrounding microenvironment to sustain the pro-
cess, further supporting Virchow’s cancer theory. YAP interactions with the surrounding
tumoral microenvironment and the role of YAP in chemoresistance are further discussed in
the chapter below.

3.2. YAP at the Intersection of Immune and Tumor Cells

As introduced in the previous paragraph, the microenvironment surrounding cancer
cells plays a pivotal role in the progression of the tumorigenic process. Inflammation and
tissue damage are responsible for the activation of a variety of signaling cascades, thus
generating an ideal environment promoting tumor growth. In this scenario, a crucial part is
innate immunity, represented mainly by tumor-infiltrating lymphocytes (TILs) and tumor-
associated macrophages (TAMs). YAP expression, like the whole Hippo pathway, plays
an important role in the regulation of the biological activity of immune cells, including
development, proliferation, differentiation and function [153]. Even if YAP activity is
fundamental for the correct development of immune cells and, therefore, its abnormal
expression could also affect tumor growth, in this section, we will focus only on the role of
tumoral YAP expression in the regulation of cancer immunity.

The tumor microenvironment (TME) deeply influences cancer development through
the immunomodulatory effect exerted by the expression of YAP and TAZ. Specifically,
the expression of YAP and TAZ by tumor cells has a direct effect on TILs, TAMs, and
myeloid-derived suppressor cells (MDSCs) and regulates the expression of programmed
death ligand 1 (PD-L1; also known as CD274), which binds to PD-1, a type I transmem-
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brane protein expressed on activated T cells, B cells, monocytes, NK cells, and DCs [154]
(Figure 2).

3.2.1. TILs and MDSCs

One of the main types of TILs is T cells. Among the T cells, CD8" cells are responsi-
ble for the immune surveillance of tumors, while CD4*CD25" regulatory T cells (Tregs)
promote tumor progression by suppressing effector T cell activity [155-157]. Interest-
ingly, immunohistochemical analysis of several gastric adenocarcinoma tissues revealed
a positive correlation between the expression of YAP in tumoral cells and the number of
infiltrating Tregs [158]. In addition, in Kras:Trp53-mutant pancreatic ductal cancer cells
(PDAC), YAP expression has been observed to prevent the activation of CD8" cells [159].
In both of the described studies, YAP overexpression in tumor cells negatively effects the
innate immune response against cancer growth, thus favoring the tumorigenic process.
Conversely, Moroishi and collaborators demonstrated that LATS1-2-deficient tumor cells
showed reduced in vivo tumor growth, while in vitro YAP/TAZ hyperactivation promoted
tumoral expansion. This mechanism was entirely due to the interaction between the tumor
cells and the TME: LATS1-2-null tumor cells induce type I IFN signaling by releasing
nucleic acid-rich extracellular vesicles, thus facilitating CD8* T cell expansion and tumor
suppression [160]. This latter study highlights how YAP hyperactivation suppresses tu-
mor growth in vivo via a transcription-dependent mechanism and that inactivation of the
Hippo pathway in tumor cells stimulates host immune responses. These findings suggest
the existence of a complex mechanism beyond the interaction between tumoral YAP and
TME regulation, which still needs to be fully elucidated.

The communication between cancer cells and immune cells in the TME is mediated by
the release of specific chemokines and cytokines that are able to activate different responses
in the target cells. Interestingly, in the same Kras:p53-mutant PDAC model cited below,
YAP expression was shown to be responsible for the production and secretion of interleukin
6 (IL-6) and macrophage colon-stimulating factor 1-3 (CSF1-3), which are responsible for
the recruitment and differentiation of MDSCs [159]. Briefly, MDSCs are a heterogeneous
population of immature immune cells belonging to the myeloid lineage. Upon stimulation,
MDSCs can differentiate into dendritic cells (DCs), macrophages and neutrophils and are
known to be involved in the tumorigenic process of different types of cancers [161-163].
MDSCs are recruited by cancer cells and are responsible for generating a protumoral
microenvironment, suppressing the antitumoral immune response by directly inhibiting
CD8* cytotoxic T cells [164]. Consequently, differentiated MDSCs lead to impaired T
cell activation, resulting in poor patient prognosis. Interestingly, knockout of YAP in
the Kras:p53-mutant PDAC model resulted in a reduction in MDSC infiltration with the
consequent reactivation of CD8" cytotoxic T lymphocytes and the apoptosis of neoplastic
ductal cells [159]. Similar to pancreatic carcinoma, in prostate cancer, YAP activation
also promotes the secretion of a protumorigenic chemokine, C-X-C motif chemokine
ligand 5 (CXCLS5), which is responsible for Cxcl5—Cxcr2-mediated MDSC recruitment, thus
impeding T cell proliferation [165]. Moreover, YAP-driven MDSC activation has also been
shown in ovarian carcinoma. In this latter scenario, immune suppression is mediated by
the activation of protein kinase C iota (PRKCI) [166], which, interestingly, improves the
nuclear localization of YAP, thus prompting the release of TNFo proinflammatory cytokines
and the recruitment of MDSCs [167,168]. Last, in colorectal cancer, YAP expression has
been shown to directly correlate with an increased density of MDSCs within the TME and,
therefore, with more aggressive tumoral clinical features [169]. Mechanistically, in all the
tumoral contests described, tumoral YAP together with TEAD stimulates the recruitment
of MDSCs within the TME by promoting the production of different cytokines, such as IL-6,
CSF1, CSF2, CSFE3 and CXCL5. This mechanism highlights the multifaceted effects of YAP
in the tumoral context, indicating its ability to act as a chemoattractant protumorigenic
cells (Figure 3).
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Another ability of YAP is to regulate the expression of PD-L1 in tumor cells, thus
further affecting tumoral immunity. In fact, PD-L1 is expressed by a variety of tumor and
immune cells [170], and its receptor, PD-1, is present on activated T cells, B cells, monocytes,
NK cells, and DCs. Interestingly, PD-1/PD-L1 represent a fundamental immune checkpoint
pathway in the TME and are responsible for the induction and preservation of T cell
tolerance, thus maintaining physiological immune responses and avoiding undesired
tissue injury [171]. For these reasons, any alteration of this immune checkpoint in a tumoral
context, such as the expression of PD-L1 by cancer cells results in the impairment of
antitumor immunity [172,173]. Different studies have recently reported that YAP regulates
the expression of PD-L1 in melanoma, lung and mesothelioma cells [174-176]. In all the
cancer types cited, YAP-expressing tumor cells showed the ability to evade the CD8* T cell
immune response in a PD-L1-dependent manner. YAP has been shown to regulate PD-L1
by binding its enhancer region [175,177,178]. Interestingly, in vitro treatment with PD-1
inhibitors can restore T cell effector functions, leading to the elimination of YAP-expressing
melanoma cells [175]. However, a direct connection between PD-L1 and YAP expression in
human tumors is still missing, since only limited data demonstrate a trend of low PD-L1
expression in tumors with low or no YAP expression, while the opposite has not been
confirmed (high PD-L1 and high YAP expression) [179].

3.2.2. TAMs

The most represented class of immune cells (in number and involved in inflam-
mation) in TME is TAMs. Indeed, activated macrophages represent the most abundant
tumor-infiltrating cell types and can be divided into two subgroups, namely, protumoral
macrophages (M2) and antitumoral macrophages (M1), capable of differentially influencing
the tumorigenic process and antitumoral treatments [180]. In most cases, TAMs behave like
M2 macrophages, promoting cancer development, invasion and metastasis, and their pres-
ence is often associated with drug resistance and poor prognosis [181,182]. Interestingly;,
different studies have reported an association between YAP activation and macrophage re-
cruitment in different mouse models of hepatocellular carcinoma (HCC) [183-185]. Notably,
Guo and colleagues showed that the activation of YAP in a single hepatocyte of a healthy
mouse is sufficient to recruit macrophages by enhancing C-C motif chemokine ligand
2/colony-stimulating factor 1 (Ccl2/Csf1) secretion, thus triggering escape from immune
surveillance [185]. Moreover, YAP also induces the expression of monocyte chemoattrac-
tant protein-1 (Mcp1), further contributing to macrophage infiltration [186]. This tumoral
YAP-TAMs connection might be extended to other malignancies; in colorectal cancer, YAP
expression promotes M2 polarization, thus promoting protumoral effects of TAMs [187],
while in a mouse model of pancreatic adenocarcinoma, YAP expression is responsible
for TAMSs recruitment [159]. Interestingly, the anti-inflammatory and antitumoral drug
ovatodiolide has been shown to reduce YAP expression in colorectal cancer colon spheres,
which is associated with the reduction in M2 TAMs polarization [187], thus emphasizing
that YAP is a possible therapeutic target to combat the protumoral inflammatory response.

In conclusion, due to the important role of YAP in the regulation of the TME immune
response (Figure 2), further studies on the development of specific therapies to modu-
late YAP-mediated protumoral effects might represent a promising adjuvant therapy for
different types of cancer.

4. Biochemistry and Translational Properties of Currently Known YAP Inhibitors

A growing body of literature indicates that YAP signaling is associated with poor
prognosis and is involved in the development of resistance to various chemotherapies,
radiotherapies or immunotherapies. YAP activation is a major mechanism of resistance to
multiple targeted therapies and helps tumor cells activate alternative survival pathways,
bypass pathway inhibition and avoid apoptotic signaling [188]. Identification of the
mechanisms by which YAP enables tumor cells to overcome the detrimental effects of
chemotherapy drugs and to design optimal strategies to counteract relapse is thus essential.
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In the following paragraphs, we focus on ongoing research progress on drugs and small
molecules that target YAP in different ways (Table 1). They will be subdivided in: drugs
affecting nuclear localization of YAP, inhibitors which compete with YAP binding to
molecular partners and other mechanisms of action. It is reported that each drug may
have multiple routes of action, thus each of them will be included in the section for which
several evidence are provided.

Table 1. Summary of the most known YAP inhibitors.

Preclinical (P)/

Drug Mode of Action Clinical (C) Use

A35 Lower YAP nuclear accumulation P

DCA Lower YAP nuclear accumulation P/C
NCTD Lower YAP nuclear accumulation P

Pazopanib Lower YAP nuclear accumulation P/C

o Lower YAP nuclear accumulation

Dasatinib Blocking Src kinase signaling pP/C

Statins Lower YAP nuclear accumulation P/C

VP Competitive binding to YAP P/C

BET inhibitors (JQ1) Competitive binding to YAP P/C
VGLL4 Competitive binding to YAP P
Super TD4 Competitive binding to YAP P
CA3 Competitive binding to YAP P

VP+LY3009120 Blocking AKT signaling P/C
Nuciferine Blocking AMPK signaling P

C38+RT YAP downregulation P/C

DCA: dichloroacetate; NCTD: norcantharidin; RT: radiotherapy; VGLL4: vestigial-like family member 4;
VP: verteporfin.

4.1. Drugs Affecting Nuclear Localization of YAP

One of the common strategies used by new drugs and small molecule inhibitors to
counteract YAP function is linked to the inhibition of its nuclear localization. For example,
A35, a novel synthetic cyclizing berberine, has been patented as an antitumoral compound
that decreases YAP nuclear localization by activating its phosphorylation, which subse-
quently reduces the expression of its target genes [189]. Interestingly, dichloroacetate
promotes the nuclear-cytoplasmic translocation of YAP, but not TAZ, which is essential
for DCA-mediated effects on hepatocellular carcinoma cell stemness [190]. Among the
small molecule inhibitors and drugs that target the YAP protein, norcantharidin (NCID), a
derivative of cantharidin, seems to specifically target the YAP signaling pathway, modulat-
ing the subcellular distribution of YAP between the nucleus and cytoplasm; however, these
data have been retracted from the publication due to lack of overall confidence [191].

Interestingly, pazopanib, together with statins and dasatinib, inhibits YAP /TAZ nu-
clear localization and target gene transcription and induces YAP/TAZ phosphorylation; a
combination of these compounds with each other or with other anticancer treatments, such
as doxorubicin or paclitaxel, efficiently reduces the proliferation of YAP/TAZ-dependent
breast cancer cells [192].

4.2. Competitive Inhibition of YAP Binding and Function

YAP upregulation is a mediator of acquired and intrinsic resistance in KRAS-mutant
colon [193] and lung cancer cells [194]; interestingly, its inhibition is sufficient to sensitize
these cells to pharmacological treatment (i.e., selumetinib and momelotinib) and to prevent
them from acquiring resistance [194].

Verteporfin (VP), a benzoporphyrin derivative used as a photosensitizer in photo-
dynamic therapy, was the first compound identified to directly inhibit YAP by either
disrupting YAP-TEAD interactions and preventing YAP-induced tumorigenesis [195,196]
or by suppressing the expression of YAP/TAZ transcriptional targets, including EGFR,
conferring survival benefits in a glioblastoma model [197] (Table 1). VP has also been
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shown to strongly inhibit the migration of different molecular subtypes of breast cancer
cells [198] and to induce significant apoptosis in osteosarcoma cells [199]. However, VP also
has YAP-independent effects [200,201] and seems to be ineffective in vivo [202]; therefore,
it is not a clinically viable YAP inhibitor.

Notably, BET family protein BRD4 inhibitors (BRD4-i) represent another potential
approach to overcome YAP/TAZ-induced drug resistance by inhibiting YAP/TAZ pro-
tumorigenic activity both in vitro and in vivo [203]. JQ1 BRD4, belonging to BET protein
family members, suppresses YAP and its transcriptional program and resensitizes lung
cancer to chemotherapy treatment [194]. These results revealed that higher YAP expression
contributes, at least partially, to intrinsic resistance to chemotherapy and that combination
with JQ1 might be broadly effective.

A protein with inhibitory functions of the YAP-TEAD transcriptional complex is
Vestigial Like Family Member 4 (VGLL4), which is a direct competitor for TEAD4 binding
that promotes growth-dependent YAP, thus suppressing lung tumor cell growth [204] and
regulating breast cancer pathogenesis. A peptide mimicking VGLL4 function, Super-TDU,
has been synthesized and acts as an efficient YAP antagonist to inhibit gastric cancer
growth both in vitro and in vivo [205]. The small molecule CA3 has been demonstrated to
be an effective YAP inhibitor. CA3 inhibits YAP/TEAD transcriptional activity, induces
apoptosis and synergistically potentiates the effect of 5-fluoracil in resistant esophageal
adenocarcinoma cells with high YAP expression [206]. Moreover, CA3 exhibits potent
inhibitory effects on oral squamous cell carcinoma (OSCC) migration [207] and reduces
resistance to anoikis in melanoma cells [208].

Other and less known YAP/TEADs disruptors are reviewed in [31].

4.3. Other Inhibitors

Genetic or pharmacological inhibition of YAP (by the use of the previously mentioned
VP) significantly enhances the antitumor efficacy of the pan-RAF inhibitor LY3009120 in
KRAS-mutant pancreatic cancer by blocking compensatory AKT signaling pathway activa-
tion [209]. Statins, a class of drugs largely used in the treatment of hypercholesterolemia,
block YAP/TAZ nuclear localization and activity through Rho-GTPases and have tumor-
suppressor activities [81,210]. Moreover, combined EGFR and YAP inhibition (with statins)
is an effective strategy to prolong survival in lung cancer patients [211]. However, statins
also seem to be more efficacious in vitro than in vivo, suggesting that finding the right
concentration for their efficacy against tumors is not easy.

A different approach for disrupting YAP activity is by indirectly regulating upstream
factors, such as Src kinase. Inhibition of Src kinase via treatment with dasatinib, a thiazole
carboximide derivative, decreases YAP transcriptional activity and target gene expression
and impairs tumor growth and metastasis [47]. However, Src influences YAP and TAZ
through multiple distinct mechanisms; thus, direct inhibition of Src itself rather than Src
effector pathways may be a good strategy. In addition, dasatinib notably suppresses
YAP activity via a Src-JNK-LIMD1-LATS-dependent pathway in renal cell carcinoma, and
the alteration of YAP phosphorylation (5127) could serve as a biomarker of the response
to dasatinib [212]. Recently, nuciferine, an alkaloid extracted from plants, attenuated
gemcitabine resistance in pancreatic cancer cells, efficiently inhibiting YAP via AMPK-
mediated downregulation [213].

Radiotherapy (RT) remains a crucial method for cancer treatment [214]. Despite recent
advancements in radiation technologies and multidisciplinary approaches, different tumors
display radioresistance. Several studies have reported that high levels of YAP predict a
poor response to RT. YAP activation induces resistance to radiation, while silencing YAP
increases sensitivity to RT and potentiates the DNA damage response [215-217]. Genetic
YAP inhibition or treatment with VP sensitizes triple-negative breast cancer cells to RT
by targeting the DNA damage response and cell survival pathways [218]. Interestingly,
the C38 antibody, which targets glucose-related protein 78 kDa (GRP78), dramatically
reduces the expression of YAP targets and enhances the efficacy of RT [219]. Taken together,
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these data indicate that YAP activation represents a pharmacological target to enhance the
antitumor effects of DNA damage mechanisms and that YAP inhibitors in combination
with RT treatment represent a promising strategy for the treatment of cancer.

Finally, there is some evidence that YAP confers resistance of cancer cells to im-
munotherapy [153]; thus, understanding its role in tumor immunity may be essential for
exploring innovative tumor treatments that take advantage of YAP inhibition combined
with immunotherapy:.

Further studies are needed to determine the exact contributions of YAP to overall
resistance development to make further breakthroughs in cancer treatment.

5. Conclusions

One fascinating matter in biology is how the Hippo (YAP) signaling pathway can
transduce signals from a wide range of stimuli (physical, mechanical, chemical and bio-
logical) via proper and finely regulated responses. The responses are not confined to a
given developmental stage or to a given physiological process but occur under multiple
conditions at multiple levels, with feedback mechanisms and tissue specificity, to sustain
each stage of organogenesis and cancer development. Increasing our understanding of this
pathway by revealing new components and understanding all nonredundant roles of YAP
and TAZ and how they are dysregulated in cancer may help not only to explain the most
frequently observed effects that have been left unexplained for years but also to develop
new strategies for the treatment of cancer.

Author Contributions: G.M., C.G. and P.P. conceived the review; G.M. wrote, corrected and finalized
the review; B.V. wrote about the role of YAP signaling in cancer development and immunity; S.M.
wrote about the YAP inhibitors used for treatment; and C.B. wrote about the upstream modulators of
YAP. All authors have read and agreed to the published version of the manuscript.

Funding: PP. is supported by the Italian Association for Cancer Research (AIRC: IG-23670), AROSE,
Progetti di Rilevante Interesse Nazionale (PRIN2017E5L5P3) and local funds from the University of
Ferrara. C.G. is supported by the Italian Association for Cancer Research (AIRC: IG-19803), Progetti
di Rilevante Interesse Nazionale (PRIN20177E9EPY), an Italian Ministry of Health Grant GR-2013-
02356747; a European Research Council Grant (853057-InflaPML) and local funds from the University
of Ferrara.

Acknowledgments: P.P. is grateful to Camilla degli Scrovegni for the continuous support.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Chen, Y;; Han, H;; Seo, G.; Vargas, R.E.; Yang, B.; Chuc, K.; Zhao, H.; Wang, W. Systematic Analysis of the Hippo Pathway
Organization and Oncogenic Alteration in Evolution. Sci. Rep. 2020, 10, 1-12. [CrossRef]

2. Justice, RW,; Zilian, O.; Woods, D.E; Noll, M.; Bryant, PJ. The Drosophila Tumor Suppressor Gene Warts Encodes a Homolog of
Human Myotonic Dystrophy Kinase and Is Required for the Control of Cell Shape and Proliferation. Genes Dev. 1995, 9, 534-546.
[CrossRef]

3.  Staley, B.K;; Irvine, K.D. Hippo Signaling in Drosophila: Recent Advances and Insights. Dev. Dyn. 2012, 241, 3-15. [CrossRef]

4. Xu, T.; Wang, W.; Zhang, S.; Stewart, R.A.; Yu, W. Identifying Tumor Suppressors in Genetic Mosaics: The Drosophila Lats Gene
Encodes a Putative Protein Kinase. Development 1995, 121, 1053-1063. [CrossRef] [PubMed]

5. Piccolo, S.; Dupont, S.; Cordenonsi, M. The Biology of YAP/TAZ: Hippo Signaling and Beyond. Physiol. Rev. 2014, 94, 1287-1312.
[CrossRef]

6. Wada, K.-I; Itoga, K.; Okano, T.; Yonemura, S.; Sasaki, H. Hippo Pathway Regulation by Cell Morphology and Stress Fibers.
Development 2011, 138, 3907-3914. [CrossRef] [PubMed]

7. Ege, N.; Dowbaj, A.M.; Jiang, M.; Howell, M.; Hooper, S.; Foster, C.; Jenkins, R.P.; Sahai, E. Quantitative Analysis Reveals That
Actin and Src-Family Kinases Regulate Nuclear YAP1 and Its Export. Cell Syst. 2018, 6, 692-708. [CrossRef]

8. Manning, S.A.; Dent, L.G.; Kondo, S.; Zhao, Z.W.; Plachta, N.; Harvey, K.F. Dynamic Fluctuations in Subcellular Localization of
the Hippo Pathway Effector Yorkie In Vivo. Curr. Biol. 2018, 28, 1651-1660.e4. [CrossRef]

9.  Wang,S,; Lu, Y; Yin, M.-X; Wang, C.; Wu, W.; Li, J.;, Wu, W.; Ge, L.; Hu, L.; Zhao, Y.; et al. Importin A1 Mediates Yorkie Nuclear

Import via an N-Terminal Non-Canonical Nuclear Localization Signal. J. Biol. Chem. 2016, 291, 7926-7937. [CrossRef]


http://doi.org/10.1038/s41598-020-60120-4
http://doi.org/10.1101/gad.9.5.534
http://doi.org/10.1002/dvdy.22723
http://doi.org/10.1242/dev.121.4.1053
http://www.ncbi.nlm.nih.gov/pubmed/7743921
http://doi.org/10.1152/physrev.00005.2014
http://doi.org/10.1242/dev.070987
http://www.ncbi.nlm.nih.gov/pubmed/21831922
http://doi.org/10.1016/j.cels.2018.05.006
http://doi.org/10.1016/j.cub.2018.04.018
http://doi.org/10.1074/jbc.M115.700823

Cancers 2021, 13, 3100 19 of 27

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.
20.

21.

22.
23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Kofler, M.; Speight, P; Little, D.; Di Ciano-Oliveira, C.; Szaszi, K.; Kapus, A. Mediated Nuclear Import and Export of TAZ and the
Underlying Molecular Requirements. Nat. Commun. 2018, 9, 1-15. [CrossRef]

Clara, J.A.; Monge, C.; Yang, Y.; Takebe, N. Targeting Signalling Pathways and the Immune Microenvironment of Cancer Stem
Cells—A Clinical Update. Nat. Rev. Clin. Oncol. 2020, 17, 204-232. [CrossRef] [PubMed]

Li, Z.; Zhao, B.; Wang, P.; Chen, E; Dong, Z.; Yang, H.; Guan, K.-L.; Xu, Y. Structural Insights into the YAP and TEAD Complex.
Genes Dev. 2010, 24, 235-240. [CrossRef] [PubMed]

Reggiani, F.; Gobbi, G.; Ciarrocchi, A.; Sancisi, V. YAP and TAZ Are Not Identical Twins. Trends Biochem. Sci. 2021, 46, 154-168.
[CrossRef] [PubMed]

Sudol, M.; Shields, D.C.; Farooq, A. Structures of YAP Protein Domains Reveal Promising Targets for Development of New
Cancer Drugs. Semin. Cell Dev. Biol. 2012, 23, 827-833. [CrossRef] [PubMed]

Chen, R.; Plouffe, S.W.; Guan, K.-L. Determining the Phosphorylation Status of Hippo Components YAP and TAZ Using Phos-Tag.
Methods Mol. Biol. 2019, 1893, 281-287. [CrossRef] [PubMed]

Plouffe, S.W.; Lin, K.C.; Moore, J.L.; Tan, EE.; Ma, S.; Ye, Z.; Qiu, Y.; Ren, B.; Guan, K.-L. The Hippo Pathway Effector Proteins
YAP and TAZ Have both Distinct and Overlapping Functions in the Cell. J. Biol. Chem. 2018, 293, 11230-11240. [CrossRef]
Muppala, S.; Raghunathan, V.K; Jalilian, I.; Thomasy, S.; Murphy, C.J. YAP and TAZ Are Distinct Effectors of Corneal Myofibrob-
last Transformation. Exp. Eye Res. 2019, 180, 102-109. [CrossRef]

Lebrun, J.-J. The Dual Role of TGFf in Human Cancer: From Tumor Suppression to Cancer Metastasis. ISRN Mol. Biol. 2012,
2012, 381428. [CrossRef] [PubMed]

Massagué, ]. TGEp Signalling in Context. Nat. Rev. Mol. Cell Biol. 2012, 13, 616-630. [CrossRef]

Ferrigno, O.; Lallemand, E; Verrecchia, F; L'Hoste, S.; Camonis, ].; Atfi, A.; Mauviel, A. Yes-Associated Protein (YAP65) Interacts
with Smad?7 and Potentiates Its Inhibitory Activity against TGF-Beta/Smad Signaling. Oncogene 2002, 21, 4879-4884. [CrossRef]
Fujii, M.; Toyoda, T.; Nakanishi, H.; Yatabe, Y.; Sato, A.; Matsudaira, Y.; Ito, H.; Murakami, H.; Kondo, Y.; Kondo, E.; et al. TGF-3
Synergizes with Defects in the Hippo Pathway to Stimulate Human Malignant Mesothelioma Growth. J. Exp. Med. 2012, 209,
479-494. [CrossRef]

Felley-Bosco, E.; Stahel, R. Hippo/YAP Pathway for Targeted Therapy. Transl. Lung Cancer Res. 2014, 3, 75-83. [CrossRef]

Xu, W,; Zhang, M,; Li, Y.; Wang, Y.; Wang, K; Chen, Q.; Zhang, R.; Song, W.; Huang, Q.; Zhao, W.; et al. YAP Manipulates
Proliferation via PTEN/AKT/MTOR-Mediated Autophagy in Lung Adenocarcinomas. Cancer Cell Int. 2021, 21, 1-13. [CrossRef]
[PubMed]

Morin-Kensicki, E.M.; Boone, B.N.; Howell, M.; Stonebraker, J.R.; Teed, ]J.; Alb, ].G.; Magnuson, T.R.; O'Neal, W.; Milgram, S.L.
Defects in Yolk Sac Vasculogenesis, Chorioallantoic Fusion, and Embryonic Axis Elongation in Mice with Targeted Disruption of
Yap65. Mol. Cell Biol. 2006, 26, 77-87. [CrossRef]

Finch-Edmondson, M.L.; Strauss, R.P.; Passman, A.M.; Sudol, M.; Yeoh, G.C.; Callus, B.A. TAZ Protein Accumulation Is Negatively
Regulated by YAP Abundance in Mammalian Cells. J. Biol. Chem. 2015, 290, 27928-27938. [CrossRef] [PubMed]

Azzolin, L.; Panciera, T.; Soligo, S.; Enzo, E.; Bicciato, S.; Dupont, S.; Bresolin, S.; Frasson, C.; Basso, G.; Guzzardo, V.; et al.
YAP/TAZ Incorporation in the 3-Catenin Destruction Complex Orchestrates the Wnt Response. Cell 2014, 158, 157-170. [CrossRef]
[PubMed]

Yuan, M.; Tomlinson, V.; Lara, R.; Holliday, D.; Chelala, C.; Harada, T.; Gangeswaran, R.; Manson-Bishop, C.; Smith, P.; Danovi,
S.A.; et al. Yes-Associated Protein (YAP) Functions as a Tumor Suppressor in Breast. Cell Death Differ. 2008, 15, 1752-1759.
[CrossRef]

Moya, I.M.; Castaldo, S.A.; Van den Mooter, L.; Soheily, S.; Sansores-Garcia, L.; Jacobs, J.; Mannaerts, I.; Xie, J.; Verboven, E.;
Hillen, H.; et al. Peritumoral Activation of the Hippo Pathway Effectors YAP and TAZ Suppresses Liver Cancer in Mice. Science
2019, 366, 1029-1034. [CrossRef]

Kaan, H.YK,; Chan, SSW,; Tan, SK].; Guo, F; Lim, C.J.; Hong, W.; Song, H. Crystal Structure of TAZ-TEAD Complex Reveals a
Distinct Interaction Mode from That of YAP-TEAD Complex. Sci. Rep. 2017, 7, 1-11. [CrossRef]

Pobbati, A.V.; Han, X,; Hung, A.W,; Weiguang, S.; Huda, N.; Chen, G.-Y,; Kang, C.; Chia, C.S.B.; Luo, X.; Hong, W.; et al. Targeting
the Central Pocket in Human Transcription Factor TEAD as a Potential Cancer Therapeutic Strategy. Structure 2015, 23, 2076-2086.
[CrossRef]

Pobbati, A.V.; Rubin, B.P. Protein-Protein Interaction Disruptors of the YAP/TAZ-TEAD Transcriptional Complex. Molecules 2020,
25,6001. [CrossRef] [PubMed]

Totaro, A.; Panciera, T.; Piccolo, S. YAP/TAZ Upstream Signals and Downstream Responses. Nat. Cell Biol. 2018, 20, 888-899.
[CrossRef] [PubMed]

Zou, R.; Xu, Y;; Feng, Y.; Shen, M.,; Yuan, F; Yuan, Y. YAP Nuclear-Cytoplasmic Translocation Is Regulated by Mechanical
Signaling, Protein Modification, and Metabolism. Cell Biol. Int. 2020, 44, 1416-1425. [CrossRef] [PubMed]

Hsiao, C.; Lampe, M.; Nillasithanukroh, S.; Han, W.; Lian, X.; Palecek, S.P. Human Pluripotent Stem Cell Culture Density
Modulates YAP Signaling. Biotechnol. J. 2016, 11, 662—675. [CrossRef]

Zhao, B.; Wei, X.; Li, W.; Udan, R.S.; Yang, Q.; Kim, J.; Xie, J.; Ikenoue, T.; Yu, J.; Li, L.; et al. Inactivation of YAP Oncoprotein by
the Hippo Pathway Is Involved in Cell Contact Inhibition and Tissue Growth Control. Genes Dev. 2007, 21, 2747-2761. [CrossRef]


http://doi.org/10.1038/s41467-018-07450-0
http://doi.org/10.1038/s41571-019-0293-2
http://www.ncbi.nlm.nih.gov/pubmed/31792354
http://doi.org/10.1101/gad.1865810
http://www.ncbi.nlm.nih.gov/pubmed/20123905
http://doi.org/10.1016/j.tibs.2020.08.012
http://www.ncbi.nlm.nih.gov/pubmed/32981815
http://doi.org/10.1016/j.semcdb.2012.05.002
http://www.ncbi.nlm.nih.gov/pubmed/22609812
http://doi.org/10.1007/978-1-4939-8910-2_21
http://www.ncbi.nlm.nih.gov/pubmed/30565141
http://doi.org/10.1074/jbc.RA118.002715
http://doi.org/10.1016/j.exer.2018.12.009
http://doi.org/10.5402/2012/381428
http://www.ncbi.nlm.nih.gov/pubmed/27340590
http://doi.org/10.1038/nrm3434
http://doi.org/10.1038/sj.onc.1205623
http://doi.org/10.1084/jem.20111653
http://doi.org/10.3978/j.issn.2218-6751.2014.02.03
http://doi.org/10.1186/s12935-020-01688-9
http://www.ncbi.nlm.nih.gov/pubmed/33413409
http://doi.org/10.1128/MCB.26.1.77-87.2006
http://doi.org/10.1074/jbc.M115.692285
http://www.ncbi.nlm.nih.gov/pubmed/26432639
http://doi.org/10.1016/j.cell.2014.06.013
http://www.ncbi.nlm.nih.gov/pubmed/24976009
http://doi.org/10.1038/cdd.2008.108
http://doi.org/10.1126/science.aaw9886
http://doi.org/10.1038/s41598-017-02219-9
http://doi.org/10.1016/j.str.2015.09.009
http://doi.org/10.3390/molecules25246001
http://www.ncbi.nlm.nih.gov/pubmed/33352993
http://doi.org/10.1038/s41556-018-0142-z
http://www.ncbi.nlm.nih.gov/pubmed/30050119
http://doi.org/10.1002/cbin.11345
http://www.ncbi.nlm.nih.gov/pubmed/32190949
http://doi.org/10.1002/biot.201500374
http://doi.org/10.1101/gad.1602907

Cancers 2021, 13, 3100 20 of 27

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.
50.
51.
52.

53.

54.

55.

56.

57.

58.

59.

60.

61.
62.

63.

Das, A.; Fischer, R.S.; Pan, D.; Waterman, C.M. YAP Nuclear Localization in the Absence of Cell-Cell Contact Is Mediated by a
Filamentous Actin-Dependent, Myosin II- and Phospho-YAP-Independent Pathway during Extracellular Matrix Mechanosensing.
J. Biol. Chem. 2016, 291, 6096-6110. [CrossRef]

Jang, ].-W.; Kim, M.-K; Bae, S.-C. Reciprocal Regulation of YAP/TAZ by the Hippo Pathway and the Small GTPase Pathway.
Small GTPases 2020, 11, 280-288. [CrossRef]

Dupont, S.; Morsut, L.; Aragona, M.; Enzo, E.; Giulitti, S.; Cordenonsi, M.; Zanconato, F.; Le Digabel, ].; Forcato, M.; Bicciato, S.;
et al. Role of YAP/TAZ in Mechanotransduction. Nature 2011, 474, 179-183. [CrossRef]

Pavel, M.; Renna, M.; Park, S.J.; Menzies, EM.; Ricketts, T.; Fiillgrabe, J.; Ashkenazi, A.; Frake, R.A.; Lombarte, A.C.; Bento, C.F;
et al. Contact Inhibition Controls Cell Survival and Proliferation via YAP/TAZ-Autophagy Axis. Nat. Commun. 2018, 9, 1-18.
[CrossRef]

Mana-Capelli, S.; Paramasivam, M.; Dutta, S.; McCollum, D. Angiomotins Link F-Actin Architecture to Hippo Pathway Signaling.
Mol. Biol. Cell 2014, 25, 1676-1685. [CrossRef] [PubMed]

Zhao, B,; Li, L.; Lu, Q.; Wang, L.H.; Liu, C.-Y,; Lei, Q.; Guan, K.-L. Angiomotin Is a Novel Hippo Pathway Component That
Inhibits YAP Oncoprotein. Genes Dev. 2011, 25, 51-63. [CrossRef]

Lv, M,; Li, S.; Luo, C.; Zhang, X,; Shen, Y.; Sui, Y.X.; Wang, F.; Wang, X,; Yang, J.; Liu, P; et al. Angiomotin Promotes Renal
Epithelial and Carcinoma Cell Proliferation by Retaining the Nuclear YAP. Oncotarget 2016, 7, 12393-12403. [CrossRef]
Moleirinho, S.; Hoxha, S.; Mandati, V.; Curtale, G.; Troutman, S.; Ehmer, U.; Kissil, J.L. Regulation of Localization and Function of
the Transcriptional Co-Activator YAP by Angiomotin. eLife 2017, 6. [CrossRef]

Meng, Z.; Moroishi, T.; Guan, K.-L. Mechanisms of Hippo Pathway Regulation. Genes Dev. 2016, 30, 1-17. [CrossRef]

Meng, Z.; Moroishi, T.; Mottier-Pavie, V.; Plouffe, SW.; Hansen, C.G.; Hong, A.W.; Park, HW.; Mo, J.-S.; Lu, W,; Lu, S,; et al.
MAP4K Family Kinases Act in Parallel to MST1/2 to Activate LATS1/2 in the Hippo Pathway. Nat. Commun. 2015, 6, 1-13.
[CrossRef]

Dobrokhotov, O.; Samsonov, M.; Sokabe, M.; Hirata, H. Mechanoregulation and Pathology of YAP/TAZ via Hippo and Non-
Hippo Mechanisms. Clin. Transl. Med. 2018, 7, 1-14. [CrossRef] [PubMed]

Lamar, ].M.; Xiao, Y.; Norton, E.; Jiang, Z.-G.; Gerhard, G.M.; Kooner, S.; Warren, ].5.A.; Hynes, R.O. SRC Tyrosine Kinase
Activates the YAP/TAZ Axis and Thereby Drives Tumor Growth and Metastasis. J. Biol. Chem. 2019, 294, 2302-2317. [CrossRef]
[PubMed]

Elosegui-Artola, A.; Andreu, I.; Beedle, A.E.M.; Lezamiz, A.; Uroz, M.; Kosmalska, A.J.; Oria, R.; Kechagia, ].Z.; Rico-Lastres, P; Le
Roux, A.-L.; et al. Force Triggers YAP Nuclear Entry by Regulating Transport across Nuclear Pores. Cell 2017, 171, 1397-1410.e14.
[CrossRef] [PubMed]

Halaoui, R.; McCaffrey, L. Rewiring Cell Polarity Signaling in Cancer. Oncogene 2015, 34, 939-950. [CrossRef] [PubMed]
Karaman, R.; Halder, G. Cell Junctions in Hippo Signaling. Cold Spring Harb. Perspect. Biol. 2018, 10. [CrossRef] [PubMed]

Su, W.-H.; Mruk, D.D.; Wong, EW.P,; Lui, W.-Y.; Cheng, C.Y. Polarity Protein Complex Scribble/Lgl/Dlg and Epithelial Cell
Barriers. Adv. Exp. Med. Biol. 2012, 763, 149-170. [CrossRef]

Liu, J; Li, J; Li, P; Wang, Y,; Liang, Z,; Jiang, Y.; Li, J.; Feng, C.; Wang, R.; Chen, H,; et al. Loss of DLG5 Promotes Breast Cancer
Malignancy by Inhibiting the Hippo Signaling Pathway. Sci. Rep. 2017, 7, 1-11. [CrossRef]

Kwan, J.; Sczaniecka, A.; Heidary Arash, E.; Nguyen, L.; Chen, C.-C.; Ratkovic, S.; Klezovitch, O.; Attisano, L.; McNeill, H.; Emili,
A.; et al. DLG5 Connects Cell Polarity and Hippo Signaling Protein Networks by Linking PAR-1 with MST1/2. Genes Dev. 2016,
30, 2696-2709. [CrossRef]

Szymaniak, A.D.; Mahoney, J.E.; Cardoso, W.V.; Varelas, X. Crumbs3-Mediated Polarity Directs Airway Epithelial Cell Fate
through the Hippo Pathway Effector Yap. Dev. Cell 2015, 34, 283-296. [CrossRef]

Mao, X.; Li, P; Wang, Y.; Liang, Z.; Liu, J.; Li, J; Jiang, Y.; Bao, G.; Li, L.; Zhu, B.; et al. CRB3 Regulates Contact Inhibition by
Activating the Hippo Pathway in Mammary Epithelial Cells. Cell Death Dis. 2017, 8, e2546. [CrossRef]

Liu, X.; Yang, N.; Figel, S.A.; Wilson, K.E.; Morrison, C.D.; Gelman, I.H.; Zhang, ]J. PTPN14 Interacts with and Negatively
Regulates the Oncogenic Function of YAP. Oncogene 2013, 32, 1266-1273. [CrossRef] [PubMed]

Su, T.; Ludwig, M.Z.; Xu, ].; Fehon, R.G. Kibra and Merlin Activate the Hippo Pathway Spatially Distinct from and Independent
of Expanded. Dev. Cell 2017, 40, 478-490.e3. [CrossRef]

Gumbiner, B.M.; Kim, N.-G. The Hippo-YAP Signaling Pathway and Contact Inhibition of Growth. J. Cell Sci. 2014, 127, 709-717.
[CrossRef] [PubMed]

Hulpiau, P; van Roy, F. Molecular Evolution of the Cadherin Superfamily. Int. J. Biochem. Cell Biol. 2009, 41, 349-369. [CrossRef]
[PubMed]

Gumbiner, B.M. Regulation of Cadherin-Mediated Adhesion in Morphogenesis. Nat. Rev. Mol. Cell Biol. 2005, 6, 622—-634.
[CrossRef]

Clevers, H. Wnt/Beta-Catenin Signaling in Development and Disease. Cell 2006, 127, 469—-480. [CrossRef]

Hay, E.D.; Zuk, A. Transformations between Epithelium and Mesenchyme: Normal, Pathological, and Experimentally Induced.
Am. ]. Kidney Dis. 1995, 26, 678-690. [CrossRef]

Masszi, A.; Fan, L.; Rosivall, L.; McCulloch, C.A.; Rotstein, O.D.; Mucsi, L.; Kapus, A. Integrity of Cell-Cell Contacts Is a Critical
Regulator of TGF-Beta 1-Induced Epithelial-to-Myofibroblast Transition: Role for Beta-Catenin. Am. J. Pathol. 2004, 165, 1955-1967.
[CrossRef]


http://doi.org/10.1074/jbc.M115.708313
http://doi.org/10.1080/21541248.2018.1435986
http://doi.org/10.1038/nature10137
http://doi.org/10.1038/s41467-018-05388-x
http://doi.org/10.1091/mbc.e13-11-0701
http://www.ncbi.nlm.nih.gov/pubmed/24648494
http://doi.org/10.1101/gad.2000111
http://doi.org/10.18632/oncotarget.7161
http://doi.org/10.7554/eLife.23966
http://doi.org/10.1101/gad.274027.115
http://doi.org/10.1038/ncomms9357
http://doi.org/10.1186/s40169-018-0202-9
http://www.ncbi.nlm.nih.gov/pubmed/30101371
http://doi.org/10.1074/jbc.RA118.004364
http://www.ncbi.nlm.nih.gov/pubmed/30559289
http://doi.org/10.1016/j.cell.2017.10.008
http://www.ncbi.nlm.nih.gov/pubmed/29107331
http://doi.org/10.1038/onc.2014.59
http://www.ncbi.nlm.nih.gov/pubmed/24632617
http://doi.org/10.1101/cshperspect.a028753
http://www.ncbi.nlm.nih.gov/pubmed/28600393
http://doi.org/10.1007/978-1-4614-4711-5_7
http://doi.org/10.1038/srep42125
http://doi.org/10.1101/gad.284539.116
http://doi.org/10.1016/j.devcel.2015.06.020
http://doi.org/10.1038/cddis.2016.478
http://doi.org/10.1038/onc.2012.147
http://www.ncbi.nlm.nih.gov/pubmed/22525271
http://doi.org/10.1016/j.devcel.2017.02.004
http://doi.org/10.1242/jcs.140103
http://www.ncbi.nlm.nih.gov/pubmed/24532814
http://doi.org/10.1016/j.biocel.2008.09.027
http://www.ncbi.nlm.nih.gov/pubmed/18848899
http://doi.org/10.1038/nrm1699
http://doi.org/10.1016/j.cell.2006.10.018
http://doi.org/10.1016/0272-6386(95)90610-X
http://doi.org/10.1016/S0002-9440(10)63247-6

Cancers 2021, 13, 3100 21 of 27

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

Iwano, M,; Plieth, D.; Danoff, TM.; Xue, C.; Okada, H.; Neilson, E.G. Evidence That Fibroblasts Derive from Epithelium during
Tissue Fibrosis. |. Clin. Investig. 2002, 110, 341-350. [CrossRef]

He, T.C,; Sparks, A.B.; Rago, C.; Hermeking, H.; Zawel, L.; da Costa, L.T.; Morin, P]J.; Vogelstein, B.; Kinzler, K.W. Identification of
C-MYC as a Target of the APC Pathway. Science 1998, 281, 1509-1512. [CrossRef] [PubMed]

Mendonsa, A.M.; Na, T.-Y.; Gumbiner, B.M. E-Cadherin in Contact Inhibition and Cancer. Oncogene 2018, 37, 4769—-4780.
[CrossRef] [PubMed]

Kim, N.-G.; Koh, E.; Chen, X.; Gumbiner, B.M. E-Cadherin Mediates Contact Inhibition of Proliferation through Hippo Signaling-
Pathway Components. Proc. Natl. Acad. Sci. USA 2011, 108, 11930-11935. [CrossRef]

Giampietro, C.; Disanza, A.; Bravi, L.; Barrios-Rodiles, M.; Corada, M.; Frittoli, E.; Savorani, C.; Lampugnani, M.G.; Boggetti, B.;
Niessen, C.; et al. The Actin-Binding Protein EPS8 Binds VE-Cadherin and Modulates YAP Localization and Signaling. . Cell Biol.
2015, 211, 1177-1192. [CrossRef]

Li, P; Silvis, M.R.; Honaker, Y.; Lien, W.-H.; Arron, S.T.; Vasioukhin, V. AE-Catenin Inhibits a Src-YAP1 Oncogenic Module That
Couples Tyrosine Kinases and the Effector of Hippo Signaling Pathway. Genes Dev. 2016, 30, 798-811. [CrossRef]

Gladden, A.B.; Hebert, A.M.; Schneeberger, E.E.; McClatchey, A.I. The NF2 Tumor Suppressor, Merlin, Regulates Epidermal
Development through the Establishment of a Junctional Polarity Complex. Dev. Cell 2010, 19, 727-739. [CrossRef]

Fan, R.; Kim, N.-G.; Gumbiner, B.M. Regulation of Hippo Pathway by Mitogenic Growth Factors via Phosphoinositide 3-Kinase
and Phosphoinositide-Dependent Kinase-1. Proc. Natl. Acad. Sci. USA 2013, 110, 2569-2574. [CrossRef]

Strasburger, K.; Tiebe, M.; Pinna, F,; Breuhahn, K.; Teleman, A.A. Insulin/IGF Signaling Drives Cell Proliferation in Part via
Yorkie/YAP. Dev. Biol. 2012, 367, 187-196. [CrossRef]

Yu, F-X.; Zhao, B.; Panupinthu, N.; Jewell, J.L.; Lian, I.; Wang, L.H.; Zhao, J.; Yuan, H.; Tumaneng, K.; Li, H.; et al. Regulation of
the Hippo-YAP Pathway by G-Protein-Coupled Receptor Signaling. Cell 2012, 150, 780-791. [CrossRef] [PubMed]

Zhou, X.; Chen, N.; Xu, H.; Zhou, X.; Wang, J.; Fang, X.; Zhang, Y,; Li, Y.; Yang, ].; Wang, X. Regulation of Hippo-YAP Signaling
by Insulin-like Growth Factor-1 Receptor in the Tumorigenesis of Diffuse Large B-Cell Lymphoma. J. Hematol. Oncol. 2020, 13,
1-15. [CrossRef]

Smoot, R.L.; Werneburg, N.W.; Sugihara, T.; Hernandez, M.C.; Yang, L.; Mehner, C.; Graham, R.P,; Bronk, S.F,; Truty, M.].;
Gores, G.J. Platelet-Derived Growth Factor Regulates YAP Transcriptional Activity via Src Family Kinase Dependent Tyrosine
Phosphorylation. J. Cell Biochem. 2018, 119, 824-836. [CrossRef] [PubMed]

Park, HW.; Kim, Y.C.; Yu, B.; Moroishi, T.; Mo, ].-S.; Plouffe, S.W.; Meng, Z.; Lin, K.C.; Yu, E-X_; Alexander, C.M.; et al. Alternative
Wnt Signaling Activates YAP/TAZ. Cell 2015, 162, 780-794. [CrossRef]

Enzo, E.; Santinon, G.; Pocaterra, A.; Aragona, M.; Bresolin, S.; Forcato, M.; Grifoni, D.; Pession, A.; Zanconato, F.; Guzzo, G.; et al.
Aerobic Glycolysis Tunes YAP/TAZ Transcriptional Activity. EMBO ]. 2015, 34, 1349-1370. [CrossRef]

DeRan, M.,; Yang, |.; Shen, C.-H.; Peters, E.C.; Fitamant, J.; Chan, P; Hsieh, M.; Zhu, S.; Asara, ].M.; Zheng, B.; et al. Energy Stress
Regulates Hippo-YAP Signaling Involving AMPK-Mediated Regulation of Angiomotin-like 1 Protein. Cell Rep. 2014, 9, 495-503.
[CrossRef] [PubMed]

Wang, W.; Xiao, Z.-D.; Li, X.; Aziz, K.E.; Gan, B.; Johnson, R.L.; Chen, ]. AMPK Modulates Hippo Pathway Activity to Regulate
Energy Homeostasis. Nat. Cell Biol. 2015, 17, 490-499. [CrossRef] [PubMed]

Peng, C.; Zhu, Y,; Zhang, W.; Liao, Q.; Chen, Y.; Zhao, X.; Guo, Q.; Shen, P.; Zhen, B.; Qian, X; et al. Regulation of the Hippo-YAP
Pathway by Glucose Sensor O-GlcNAcylation. Mol. Cell 2017, 68, 591-604.e5. [CrossRef] [PubMed]

Sorrentino, G.; Ruggeri, N.; Specchia, V.; Cordenonsi, M.; Mano, M.; Dupont, S.; Manfrin, A.; Ingallina, E.; Sommaggio, R.; Piazza,
S.; et al. Metabolic Control of YAP and TAZ by the Mevalonate Pathway. Nat. Cell Biol. 2014, 16, 357-366. [CrossRef] [PubMed]

Ma, B.; Chen, Y.; Chen, L.; Cheng, H.; Mu, C.; Li, J.; Gao, R.; Zhou, C.; Cao, L.; Liu, J.; et al. Hypoxia Regulates Hippo Signalling
through the SIAH2 Ubiquitin E3 Ligase. Nat. Cell Biol. 2015, 17, 95-103. [CrossRef] [PubMed]

Zhang, X.; Li, Y.; Ma, Y,; Yang, L.; Wang, T.; Meng, X.; Zong, Z.; Sun, X.; Hua, X.; Li, H. Yes-Associated Protein (YAP) Binds to
HIF-1x and Sustains HIF-1« Protein Stability to Promote Hepatocellular Carcinoma Cell Glycolysis under Hypoxic Stress. . Exp.
Clin. Cancer Res. 2018, 37, 1-12. [CrossRef]

Hong, A.W.; Meng, Z.; Yuan, H.-X,; Plouffe, S.W.; Moon, S.; Kim, W.; Jho, E.-H.; Guan, K.-L. Osmotic Stress-Induced Phosphoryla-
tion by NLK at Ser128 Activates YAP. EMBO Rep. 2017, 18, 72-86. [CrossRef] [PubMed]

Aragona, M,; Panciera, T.; Manfrin, A.; Giulitti, S.; Michielin, F,; Elvassore, N.; Dupont, S.; Piccolo, S. A Mechanical Checkpoint
Controls Multicellular Growth through YAP/TAZ Regulation by Actin-Processing Factors. Cell 2013, 154, 1047-1059. [CrossRef]
[PubMed]

Feng, X.; Degese, M.S.; Iglesias-Bartolome, R.; Vaque, ].P.; Molinolo, A.A.; Rodrigues, M.; Zaidi, M.R.; Ksander, B.R.; Merlino, G.;
Sodhi, A.; et al. Hippo-Independent Activation of YAP by the GNAQ Uveal Melanoma Oncogene through a Trio-Regulated Rho
GTPase Signaling Circuitry. Cancer Cell 2014, 25, 831-845. [CrossRef]

Schlegelmilch, K.; Mohseni, M.; Kirak, O.; Pruszak, J.; Rodriguez, ]J.R.; Zhou, D.; Kreger, B.T.; Vasioukhin, V.; Avruch, J.;
Brummelkamp, T.R; et al. Yapl Acts Downstream of x-Catenin to Control Epidermal Proliferation. Cell 2011, 144, 782-795.
[CrossRef]

Zhou, X; Li, W.; Wang, S.; Zhang, P.; Wang, Q.; Xiao, J.; Zhang, C.; Zheng, X.; Xu, X.; Xue, S.; et al. YAP Aggravates Inflammatory
Bowel Disease by Regulating M1/M2 Macrophage Polarization and Gut Microbial Homeostasis. Cell Rep. 2019, 27, 1176-1189.
[CrossRef]


http://doi.org/10.1172/JCI0215518
http://doi.org/10.1126/science.281.5382.1509
http://www.ncbi.nlm.nih.gov/pubmed/9727977
http://doi.org/10.1038/s41388-018-0304-2
http://www.ncbi.nlm.nih.gov/pubmed/29780167
http://doi.org/10.1073/pnas.1103345108
http://doi.org/10.1083/jcb.201501089
http://doi.org/10.1101/gad.274951.115
http://doi.org/10.1016/j.devcel.2010.10.008
http://doi.org/10.1073/pnas.1216462110
http://doi.org/10.1016/j.ydbio.2012.05.008
http://doi.org/10.1016/j.cell.2012.06.037
http://www.ncbi.nlm.nih.gov/pubmed/22863277
http://doi.org/10.1186/s13045-020-00906-1
http://doi.org/10.1002/jcb.26246
http://www.ncbi.nlm.nih.gov/pubmed/28661054
http://doi.org/10.1016/j.cell.2015.07.013
http://doi.org/10.15252/embj.201490379
http://doi.org/10.1016/j.celrep.2014.09.036
http://www.ncbi.nlm.nih.gov/pubmed/25373897
http://doi.org/10.1038/ncb3113
http://www.ncbi.nlm.nih.gov/pubmed/25751139
http://doi.org/10.1016/j.molcel.2017.10.010
http://www.ncbi.nlm.nih.gov/pubmed/29100056
http://doi.org/10.1038/ncb2936
http://www.ncbi.nlm.nih.gov/pubmed/24658687
http://doi.org/10.1038/ncb3073
http://www.ncbi.nlm.nih.gov/pubmed/25438054
http://doi.org/10.1186/s13046-018-0892-2
http://doi.org/10.15252/embr.201642681
http://www.ncbi.nlm.nih.gov/pubmed/27979971
http://doi.org/10.1016/j.cell.2013.07.042
http://www.ncbi.nlm.nih.gov/pubmed/23954413
http://doi.org/10.1016/j.ccr.2014.04.016
http://doi.org/10.1016/j.cell.2011.02.031
http://doi.org/10.1016/j.celrep.2019.03.028

Cancers 2021, 13, 3100 22 of 27

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

Meli, V.S.; Atcha, H.; Veerasubramanian, PK.; Nagalla, R.R.; Luu, T.U.; Chen, E.Y.; Guerrero-Juarez, C.F.; Yamaga, K.; Pandori,
W.; Hsieh, ].Y.; et al. YAP-Mediated Mechanotransduction Tunes the Macrophage Inflammatory Response. Sci. Adv. 2020, 6.
[CrossRef]

Taniguchi, K.; Wu, L.-W,; Grivennikov, S.I; de Jong, PR ; Lian, I; Yu, F-X.; Wang, K.; Ho, S.B.; Boland, B.S.; Chang, ].T.; et al. A
Gp130-Sre-YAP Module Links Inflammation to Epithelial Regeneration. Nature 2015, 519, 57-62. [CrossRef]

Dvorak, H.E. Tumors: Wounds That Do Not Heal. Similarities between Tumor Stroma Generation and Wound Healing. N. Engl. |.
Med. 1986, 315, 1650-1659. [CrossRef] [PubMed]

Zanconato, F,; Forcato, M.; Battilana, G.; Azzolin, L.; Quaranta, E.; Bodega, B.; Rosato, A.; Bicciato, S.; Cordenonsi, M.; Piccolo, S.
Genome-Wide Association between YAP/TAZ/TEAD and AP-1 at Enhancers Drives Oncogenic Growth. Nat. Cell Biol. 2015, 17,
1218-1227. [CrossRef] [PubMed]

Nicolay, B.N.; Bayarmagnai, B.; Islam, A.B.M.M.K_; Lopez-Bigas, N.; Frolov, M.V. Cooperation between DE2F1 and Yki/Sd
Defines a Distinct Transcriptional Program Necessary to Bypass Cell Cycle Exit. Genes Dev. 2011, 25, 323-335. [CrossRef]
[PubMed]

Mizuno, T.; Murakami, H.; Fujii, M.; Ishiguro, F; Tanaka, I.; Kondo, Y.; Akatsuka, S.; Toyokuni, S.; Yokoi, K.; Osada, H.; et al. YAP
Induces Malignant Mesothelioma Cell Proliferation by Upregulating Transcription of Cell Cycle-Promoting Genes. Oncogene
2012, 31, 5117-5122. [CrossRef]

Kapoor, A; Yao, W,; Ying, H.; Hua, S.; Liewen, A.; Wang, Q.; Zhong, Y.; Wu, C.-].; Sadanandam, A.; Hu, B.; et al. Yap1 Activation
Enables Bypass of Oncogenic Kras Addiction in Pancreatic Cancer. Cell 2014, 158, 185-197. [CrossRef]

Warren, ]J.S.A.; Xiao, Y.; Lamar, ]. M. YAP/TAZ Activation as a Target for Treating Metastatic Cancer. Cancers 2018, 10, 115.
[CrossRef]

Overholtzer, M.; Zhang, J.; Smolen, G.A.; Muir, B.; Li, W.; Sgroi, D.C.; Deng, C.-X.; Brugge, ].S.; Haber, D.A. Transforming
Properties of YAP, a Candidate Oncogene on the Chromosome 11q22 Amplicon. Proc. Natl. Acad. Sci. USA 2006, 103, 12405-12410.
[CrossRef]

Hélias-Rodzewicz, Z.; Pérot, G.; Chibon, E; Ferreira, C.; Lagarde, P; Terrier, P.; Coindre, ]J.-M.; Aurias, A. YAP1 and VGLLS3,
Encoding Two Cofactors of TEAD Transcription Factors, Are Amplified and Overexpressed in a Subset of Soft Tissue Sarcomas.
Genes Chromosomes Cancer 2010, 49, 1161-1171. [CrossRef]

Imoto, I.; Tsuda, H.; Hirasawa, A.; Miura, M.; Sakamoto, M.; Hirohashi, S.; Inazawa, J. Expression of CIAP1, a Target for 11q22
Amplification, Correlates with Resistance of Cervical Cancers to Radiotherapy. Cancer Res. 2002, 62, 4860—-4866.

Menzel, M.; Meckbach, D.; Weide, B.; Toussaint, N.C.; Schilbach, K.; Noor, S.; Eigentler, T.; Ikenberg, K.; Busch, C.; Quintanilla-
Martinez, L.; et al. In Melanoma, Hippo Signaling Is Affected by Copy Number Alterations and YAP1 Overexpression Impairs
Patient Survival. Pigment Cell Melanoma Res. 2014, 27, 671-673. [CrossRef]

Antonescu, C.R.; Le Loarer, F; Mosquera, J.-M.; Sboner, A.; Zhang, L.; Chen, C.-L.; Chen, H.-W.; Pathan, N.; Krausz, T.; Dickson,
B.C.; et al. Novel YAP1-TFE3 Fusion Defines a Distinct Subset of Epithelioid Hemangioendothelioma. Genes Chromosomes Cancer
2013, 52, 775-784. [CrossRef]

Patel, N.R.; Salim, A.A.; Sayeed, H.; Sarabia, S.F.; Hollingsworth, E; Warren, M.; Jakacky, J.; Tanas, M.; Oliveira, A.M.; Rubin, B.P.;
et al. Molecular Characterization of Epithelioid Haemangioendotheliomas Identifies Novel WWTR1-CAMTA1 Fusion Variants.
Histopathology 2015, 67, 699-708. [CrossRef] [PubMed]

Zhang, X.; Tang, ].Z.; Vergara, I.A.; Zhang, Y.; Szeto, P,; Yang, L.; Mintoff, C.; Colebatch, A.; McIntosh, L.; Mitchell, K.A; et al.
Somatic Hypermutation of the YAP Oncogene in a Human Cutaneous Melanoma. Mol. Cancer Res. 2019, 17, 1435-1449. [CrossRef]
Thompson, B.J. YAP/TAZ: Drivers of Tumor Growth, Metastasis, and Resistance to Therapy. Bioessays 2020, 42, e1900162.
[CrossRef]

Lo Sardo, F; Strano, S.; Blandino, G. YAP and TAZ in Lung Cancer: Oncogenic Role and Clinical Targeting. Cancers 2018, 10, 137.
[CrossRef]

Mohseni, M.; Sun, J.; Lau, A.; Curtis, S.; Goldsmith, J.; Fox, V.L.; Wei, C.; Frazier, M.; Samson, O.; Wong, K.-K; et al. A
Genetic Screen Identifies an LKB1-MARK Signalling Axis Controlling the Hippo-YAP Pathway. Nat. Cell Biol. 2014, 16, 108-117.
[CrossRef] [PubMed]

Xie, M.; Wu, X.; Zhang, J.; Zhang, J.; Li, X. Ski Regulates Smads and TAZ Signaling to Suppress Lung Cancer Progression. Mol.
Carcinog. 2017, 56, 2178-2189. [CrossRef] [PubMed]

Zanconato, F.; Cordenonsi, M.; Piccolo, S. YAP/TAZ at the Roots of Cancer. Cancer Cell 2016, 29, 783-803. [CrossRef]

Sun, Z.; Xu, R;; Li, X.; Ren, W.; Ou, C.; Wang, Q.; Zhang, H.; Zhang, X.; Ma, J.; Wang, H.; et al. Prognostic Value of Yes-Associated
Protein 1 (YAP1) in Various Cancers: A Meta-Analysis. PLoS ONE 2015, 10, e0135119. [CrossRef]

Galli, G.G.; Carrara, M.; Yuan, W.-C.; Valdes-Quezada, C.; Gurung, B.; Pepe-Mooney, B.; Zhang, T.; Geeven, G.; Gray, N.S.; de
Laat, W,; et al. YAP Drives Growth by Controlling Transcriptional Pause Release from Dynamic Enhancers. Mol. Cell 2015, 60,
328-337. [CrossRef]

Stein, C.; Bardet, A.F.; Roma, G.; Bergling, S.; Clay, I.; Ruchti, A.; Agarinis, C.; Schmelzle, T.; Bouwmeester, T.; Schiibeler, D.; et al.
YAP1 Exerts Its Transcriptional Control via TEAD-Mediated Activation of Enhancers. PLoS Genet. 2015, 11, e1005465. [CrossRef]
[PubMed]

Jang, W.; Kim, T.; Koo, ].S.; Kim, S.-K.; Lim, D.-S. Mechanical Cue-Induced YAP Instructs Skp2-Dependent Cell Cycle Exit and
Oncogenic Signaling. EMBO . 2017, 36, 2510-2528. [CrossRef] [PubMed]


http://doi.org/10.1126/sciadv.abb8471
http://doi.org/10.1038/nature14228
http://doi.org/10.1056/NEJM198612253152606
http://www.ncbi.nlm.nih.gov/pubmed/3537791
http://doi.org/10.1038/ncb3216
http://www.ncbi.nlm.nih.gov/pubmed/26258633
http://doi.org/10.1101/gad.1999211
http://www.ncbi.nlm.nih.gov/pubmed/21325133
http://doi.org/10.1038/onc.2012.5
http://doi.org/10.1016/j.cell.2014.06.003
http://doi.org/10.3390/cancers10040115
http://doi.org/10.1073/pnas.0605579103
http://doi.org/10.1002/gcc.20825
http://doi.org/10.1111/pcmr.12249
http://doi.org/10.1002/gcc.22073
http://doi.org/10.1111/his.12697
http://www.ncbi.nlm.nih.gov/pubmed/25817592
http://doi.org/10.1158/1541-7786.MCR-18-0407
http://doi.org/10.1002/bies.201900162
http://doi.org/10.3390/cancers10050137
http://doi.org/10.1038/ncb2884
http://www.ncbi.nlm.nih.gov/pubmed/24362629
http://doi.org/10.1002/mc.22661
http://www.ncbi.nlm.nih.gov/pubmed/28398634
http://doi.org/10.1016/j.ccell.2016.05.005
http://doi.org/10.1371/journal.pone.0135119
http://doi.org/10.1016/j.molcel.2015.09.001
http://doi.org/10.1371/journal.pgen.1005465
http://www.ncbi.nlm.nih.gov/pubmed/26295846
http://doi.org/10.15252/embj.201696089
http://www.ncbi.nlm.nih.gov/pubmed/28673931

Cancers 2021, 13, 3100 23 of 27

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

Zhang, J.; Ji, ].-Y.; Yu, M.; Overholtzer, M.; Smolen, G.A.; Wang, R.; Brugge, J.S.; Dyson, N.J.; Haber, D.A. YAP-Dependent
Induction of Amphiregulin Identifies a Non-Cell-Autonomous Component of the Hippo Pathway. Nat. Cell Biol. 2009, 11,
1444-1450. [CrossRef]

Xu, M.Z.; Chan, SW,; Liu, A.M.; Wong, K.F,; Fan, S.T.; Chen, ].; Poon, R.T.; Zender, L.; Lowe, S.W.; Hong, W.; et al. AXL Receptor
Kinase Is a Mediator of YAP-Dependent Oncogenic Functions in Hepatocellular Carcinoma. Oncogene 2011, 30, 1229-1240.
[CrossRef] [PubMed]

Gill, M.K,; Christova, T.; Zhang, Y.Y.; Gregorieff, A.; Zhang, L.; Narimatsu, M.; Song, S.; Xiong, S.; Couzens, A.L.; Tong, J.; etal. A
Feed Forward Loop Enforces YAP/TAZ Signaling during Tumorigenesis. Nat. Commun. 2018, 9, 1-13. [CrossRef] [PubMed]
Croci, O.; De Fazio, S.; Biagioni, F.; Donato, E.; Caganova, M.; Curti, L.; Doni, M.; Sberna, S.; Aldeghi, D.; Biancotto, C.; et al.
Transcriptional Integration of Mitogenic and Mechanical Signals by Myc and YAP. Genes Dev. 2017, 31, 2017-2022. [CrossRef]
Maglic, D.; Schlegelmilch, K.; Dost, A.F.; Panero, R.; Dill, M.T.; Calogero, R.A.; Camargo, ED. YAP-TEAD Signaling Promotes
Basal Cell Carcinoma Development via a c-JUN/AP1 Axis. EMBO ]. 2018, 37. [CrossRef]

Hansen, C.G.; Moroishi, T.; Guan, K.-L. YAP and TAZ: A Nexus for Hippo Signaling and Beyond. Trends Cell Biol. 2015, 25,
499-513. [CrossRef]

Hoxha, S.; Shepard, A.; Troutman, S.; Diao, H.; Doherty, J.R.; Janiszewska, M.; Witwicki, R.M.; Pipkin, M.E.; Ja, W.W.,; Kareta,
M.S.; et al. YAP-Mediated Recruitment of YY1 and EZH2 Represses Transcription of Key Cell-Cycle Regulators. Cancer Res. 2020,
80, 2512-2522. [CrossRef]

Lo Sardo, F; Pulito, C.; Sacconi, A.; Korita, E.; Sudol, M.; Strano, S.; Blandino, G. YAP/TAZ and EZH2 Synergize to Impair Tumor
Suppressor Activity of TGFBR2 in Non-Small Cell Lung Cancer. Cancer Lett. 2021, 500, 51-63. [CrossRef] [PubMed]

Missiroli, S.; Perrone, M.; Genovese, I.; Pinton, P.; Giorgi, C. Cancer Metabolism and Mitochondria: Finding Novel Mechanisms
to Fight Tumours. EBioMedicine 2020, 59, 102943. [CrossRef] [PubMed]

Cox, A.G.; Hwang, K.L.; Brown, K.K; Evason, K.; Beltz, S.; Tsomides, A.; O’Connor, K.; Galli, G.G.; Yimlamai, D.; Chhangawala,
S.; et al. Yap Reprograms Glutamine Metabolism to Increase Nucleotide Biosynthesis and Enable Liver Growth. Nat. Cell Biol.
2016, 18, 886—896. [CrossRef] [PubMed]

Santinon, G.; Brian, I; Pocaterra, A.; Romani, P.; Franzolin, E.; Rampazzo, C.; Bicciato, S.; Dupont, S. DNTP Metabolism Links
Mechanical Cues and YAP/TAZ to Cell Growth and Oncogene-Induced Senescence. EMBO J. 2018, 37. [CrossRef] [PubMed]
Cosset, E.; IImjarv, S.; Dutoit, V.; Elliott, K.; von Schalscha, T.; Camargo, M.E,; Reiss, A.; Moroishi, T.; Seguin, L.; Gomez, G.; et al.
Glut3 Addiction Is a Druggable Vulnerability for a Molecularly Defined Subpopulation of Glioblastoma. Cancer Cell 2017, 32,
856-868.€5. [CrossRef] [PubMed]

Zhang, X.; Qiao, Y.; Wu, Q.; Chen, Y.; Zou, S.; Liu, X,; Zhu, G.; Zhao, Y.; Chen, Y;; Yu, Y,; et al. The Essential Role of YAP
O-GlcNAcylation in High-Glucose-Stimulated Liver Tumorigenesis. Nat. Commun. 2017, 8, 1-15. [CrossRef]

Zheng, X.; Han, H; Liu, G.-P,; Ma, Y.-X,; Pan, R.-L.; Sang, L.-J.; Li, R.-H.; Yang, L.-].; Marks, ].R.; Wang, W.; et al. LncRNA Wires
up Hippo and Hedgehog Signaling to Reprogramme Glucose Metabolism. EMBO J. 2017, 36, 3325-3335. [CrossRef]

Holden, ] K.; Cunningham, C.N. Targeting the Hippo Pathway and Cancer through the TEAD Family of Transcription Factors.
Cancers 2018, 10, 81. [CrossRef]

Xie, D.; Nakachi, K.; Wang, H.; Elashoff, R.; Koeffler, H.P. Elevated Levels of Connective Tissue Growth Factor, WISP-1, and
CYR61 in Primary Breast Cancers Associated with More Advanced Features. Cancer Res. 2001, 61, 8917-8923.

Zhao, B.; Li, L.; Wang, L.; Wang, C.-Y,; Yu, J.; Guan, K.-L. Cell Detachment Activates the Hippo Pathway via Cytoskeleton
Reorganization to Induce Anoikis. Genes Dev. 2012, 26, 54—68. [CrossRef]

Cordenonsi, M.; Zanconato, F.; Azzolin, L.; Forcato, M.; Rosato, A.; Frasson, C.; Inui, M.; Montagner, M.; Parenti, A.R.; Poletti,
A.; et al. The Hippo Transducer TAZ Confers Cancer Stem Cell-Related Traits on Breast Cancer Cells. Cell 2011, 147, 759-772.
[CrossRef]

Mani, S.A.; Guo, W,; Liao, M.-].; Eaton, E.N.; Ayyanan, A.; Zhou, A.Y.; Brooks, M.; Reinhard, F.; Zhang, C.C.; Shipitsin, M.;
et al. The Epithelial-Mesenchymal Transition Generates Cells with Properties of Stem Cells. Cell 2008, 133, 704-715. [CrossRef]
[PubMed]

Zhao, B.; Ye, X,; Yu, J; Li, L.; Li, W,; Li, S.; Yu, J; Lin, ].D.; Wang, C.-Y.; Chinnaiyan, A.M.; et al. TEAD Mediates YAP-Dependent
Gene Induction and Growth Control. Genes Dev. 2008, 22, 1962-1971. [CrossRef] [PubMed]

Chang, L.; Azzolin, L.; Di Biagio, D.; Zanconato, F; Battilana, G.; Lucon Xiccato, R.; Aragona, M.; Giulitti, S.; Panciera, T.; Gandin,
A.; et al. The SWI/SNF Complex Is a Mechanoregulated Inhibitor of YAP and TAZ. Nature 2018, 563, 265-269. [CrossRef]
Lamar, J.M,; Stern, P; Liu, H.; Schindler, ].W,; Jiang, Z.-G.; Hynes, R.O. The Hippo Pathway Target, YAP, Promotes Metastasis
through Its TEAD-Interaction Domain. Proc. Natl. Acad. Sci. USA 2012, 109, E2441-E2450. [CrossRef] [PubMed]

Qiao, Y,; Chen, J.; Lim, Y.B.; Finch-Edmondson, M.L.; Seshachalam, V.P; Qin, L.; Jiang, T.; Low, B.C.; Singh, H.; Lim, C.T.; et al.
YAP Regulates Actin Dynamics through ARHGAP29 and Promotes Metastasis. Cell Rep. 2017, 19, 1495-1502. [CrossRef]

Yang, S.; Zhang, L.; Purohit, V.; Shukla, S.K.; Chen, X; Yu, E; Fu, K.; Chen, Y.; Solheim, J.; Singh, PK; et al. Active YAP Promotes
Pancreatic Cancer Cell Motility, Invasion and Tumorigenesis in a Mitotic Phosphorylation-Dependent Manner through LPAR3.
Oncotarget 2015, 6, 36019-36031. [CrossRef] [PubMed]

Diepenbruck, M.; Waldmeier, L.; Ivanek, R.; Berninger, P.; Arnold, P.; van Nimwegen, E.; Christofori, G. Tead2 Expression Levels
Control the Subcellular Distribution of Yap and Taz, Zyxin Expression and Epithelial-Mesenchymal Transition. . Cell Sci. 2014,
127,1523-1536. [CrossRef] [PubMed]


http://doi.org/10.1038/ncb1993
http://doi.org/10.1038/onc.2010.504
http://www.ncbi.nlm.nih.gov/pubmed/21076472
http://doi.org/10.1038/s41467-018-05939-2
http://www.ncbi.nlm.nih.gov/pubmed/30158528
http://doi.org/10.1101/gad.301184.117
http://doi.org/10.15252/embj.201798642
http://doi.org/10.1016/j.tcb.2015.05.002
http://doi.org/10.1158/0008-5472.CAN-19-2415
http://doi.org/10.1016/j.canlet.2020.11.037
http://www.ncbi.nlm.nih.gov/pubmed/33296708
http://doi.org/10.1016/j.ebiom.2020.102943
http://www.ncbi.nlm.nih.gov/pubmed/32818805
http://doi.org/10.1038/ncb3389
http://www.ncbi.nlm.nih.gov/pubmed/27428308
http://doi.org/10.15252/embj.201797780
http://www.ncbi.nlm.nih.gov/pubmed/29650681
http://doi.org/10.1016/j.ccell.2017.10.016
http://www.ncbi.nlm.nih.gov/pubmed/29198914
http://doi.org/10.1038/ncomms15280
http://doi.org/10.15252/embj.201797609
http://doi.org/10.3390/cancers10030081
http://doi.org/10.1101/gad.173435.111
http://doi.org/10.1016/j.cell.2011.09.048
http://doi.org/10.1016/j.cell.2008.03.027
http://www.ncbi.nlm.nih.gov/pubmed/18485877
http://doi.org/10.1101/gad.1664408
http://www.ncbi.nlm.nih.gov/pubmed/18579750
http://doi.org/10.1038/s41586-018-0658-1
http://doi.org/10.1073/pnas.1212021109
http://www.ncbi.nlm.nih.gov/pubmed/22891335
http://doi.org/10.1016/j.celrep.2017.04.075
http://doi.org/10.18632/oncotarget.5935
http://www.ncbi.nlm.nih.gov/pubmed/26440309
http://doi.org/10.1242/jcs.139865
http://www.ncbi.nlm.nih.gov/pubmed/24554433

Cancers 2021, 13, 3100 24 of 27

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

Ge, L.; Smail, M.; Meng, W.; Shyr, Y.; Ye, F; Fan, K.-H.; Li, X.; Zhou, H.-M.; Bhowmick, N.A. Yes-Associated Protein Expression in
Head and Neck Squamous Cell Carcinoma Nodal Metastasis. PLoS ONE 2011, 6, €27529. [CrossRef]

Kim, H.M.; Jung, W.H.; Koo, ].S. Expression of Yes-Associated Protein (YAP) in Metastatic Breast Cancer. Int. J. Clin. Exp. Pathol.
2015, 8, 11248-11257.

Verfaillie, A.; Imrichova, H.; Atak, Z.K.; Dewaele, M.; Rambow, F.; Hulselmans, G.; Christiaens, V.; Svetlichnyy, D.; Luciani, F.;
Van den Mooter, L.; et al. Decoding the Regulatory Landscape of Melanoma Reveals TEADS as Regulators of the Invasive Cell
State. Nat. Commun. 2015, 6, 1-16. [CrossRef]

Zhang, X.; George, ].; Deb, S.; Degoutin, J.L.; Takano, E.A.; Fox, 5.B.; AOCS Study group; Bowtell, D.D.L.; Harvey, K.F. The Hippo
Pathway Transcriptional Co-Activator, YAP, Is an Ovarian Cancer Oncogene. Oncogene 2011, 30, 2810-2822. [CrossRef]

Vlug, EJ.; van de Ven, R.A.H.; Vermeulen, ].E; Bult, P; van Diest, PJ.; Derksen, PW.B. Nuclear Localization of the Transcriptional
Coactivator YAP Is Associated with Invasive Lobular Breast Cancer. Cell Oncol. 2013, 36, 375-384. [CrossRef]

Cao, L,; Sun, P-L.; Yao, M.; Jia, M.; Gao, H. Expression of YES-Associated Protein (YAP) and Its Clinical Significance in Breast
Cancer Tissues. Hum. Pathol. 2017, 68, 166—174. [CrossRef]

Hu, X;;Jia, Y.; Yu, J.; Chen, J.; Fu, Q. Loss of YAP Protein in Prostate Cancer Is Associated with Gleason Score Increase. Tumori
2015, 101, 189-193. [CrossRef]

Yu, S.-J.; Hu, J.-Y,; Kuang, X.-Y.; Luo, ].-M.; Hou, Y.-F; Di, G.-H.; Wu, ].; Shen, Z.-Z.; Song, H.-Y.; Shao, Z.-M. MicroRNA-200a
Promotes Anoikis Resistance and Metastasis by Targeting YAP1 in Human Breast Cancer. Clin. Cancer Res. 2013, 19, 1389-1399.
[CrossRef] [PubMed]

Su, T,; Bondar, T.; Zhou, X.; Zhang, C.; He, H.; Medzhitov, R. Two-Signal Requirement for Growth-Promoting Function of Yap in
Hepatocytes. eLife 2015, 4. [CrossRef]

Zhang, X.; Abdelrahman, A.; Vollmar, B.; Zechner, D. The Ambivalent Function of YAP in Apoptosis and Cancer. Int. ]. Mol. Sci.
2018, 19, 3770. [CrossRef] [PubMed]

Barry, E.R.; Morikawa, T.; Butler, B.L.; Shrestha, K.; de la Rosa, R.; Yan, K.S.; Fuchs, C.S.; Magness, S.T.; Smits, R.; Ogino, S.; et al.
Restriction of Intestinal Stem Cell Expansion and the Regenerative Response by YAP. Nature 2013, 493, 106-110. [CrossRef]
Allegra, A.; Pioggia, G.; Innao, V.; Musolino, C.; Gangemi, S. New Insights into YES-Associated Protein Signaling Pathways in
Hematological Malignancies: Diagnostic and Therapeutic Challenges. Cancers 2021, 13, 1981. [CrossRef] [PubMed]

Cottini, F.; Hideshima, T.; Xu, C.; Sattler, M.; Dori, M.; Agnelli, L.; ten Hacken, E.; Bertilaccio, M.T.; Antonini, E.; Neri, A.; et al.
Rescue of Hippo Coactivator YAP1 Triggers DNA Damage-Induced Apoptosis in Hematological Cancers. Nat. Med. 2014, 20,
599-606. [CrossRef] [PubMed]

Maruyama, J.; Inami, K.; Michishita, F; Jiang, X.; Iwasa, H.; Nakagawa, K.; Ishigami-Yuasa, M.; Kagechika, H.; Miyamura, N.;
Hirayama, J.; et al. Novel YAP1 Activator, Identified by Transcription-Based Functional Screen, Limits Multiple Myeloma Growth.
Mol. Cancer Res. 2018, 16, 197-211. [CrossRef]

Fan, S.; Price, T.; Huang, W.; Plue, M.; Warren, ].; Sundaramoorthy, P.; Paul, B.; Feinberg, D.; Maclver, N.; Chao, N.; et al.
PINK1-Dependent Mitophagy Regulates the Migration and Homing of Multiple Myeloma Cells via the MOB1B-Mediated
Hippo-YAP/TAZ Pathway. Adv. Sci. 2020, 7, 1900860. [CrossRef]

Pan, Z.; Tian, Y.; Cao, C.; Niu, G. The Emerging Role of YAP/TAZ in Tumor Immunity. Mol. Cancer Res. 2019, 17, 1777-1786.
[CrossRef]

Nishimura, H.; Agata, Y.; Kawasaki, A.; Sato, M.; Imamura, S.; Minato, N.; Yagita, H.; Nakano, T.; Honjo, T. Developmentally
Regulated Expression of the PD-1 Protein on the Surface of Double-Negative (CD4-CD8-) Thymocytes. Int. Immunol. 1996, 8,
773-780. [CrossRef] [PubMed]

Dijkstra, K.K.; Cattaneo, C.M.; Weeber, E,; Chalabi, M.; van de Haar, J.; Fanchi, L.F,; Slagter, M.; van der Velden, D.L.; Kaing,
S.; Kelderman, S.; et al. Generation of Tumor-Reactive T Cells by Co-Culture of Peripheral Blood Lymphocytes and Tumor
Organoids. Cell 2018, 174, 1586-1598.e12. [CrossRef] [PubMed]

Flecken, T.; Schmidt, N.; Hild, S.; Gostick, E.; Drognitz, O.; Zeiser, R.; Schemmer, P,; Bruns, H.; Eiermann, T.; Price, D.A; et al.
Immunodominance and Functional Alterations of Tumor-Associated Antigen-Specific CD8+ T-Cell Responses in Hepatocellular
Carcinoma. Hepatology 2014, 59, 1415-1426. [CrossRef] [PubMed]

Sakaguchi, S.; Sakaguchi, N.; Asano, M.; Itoh, M.; Toda, M. Immunologic Self-Tolerance Maintained by Activated T Cells
Expressing IL-2 Receptor Alpha-Chains (CD25). Breakdown of a Single Mechanism of Self-Tolerance Causes Various Autoimmune
Diseases. . Immunol. 1995, 155, 1151-1164.

Suh, ].-H.; Won, K.Y,; Kim, G.Y,; Bae, G.E.; Lim, S.-J.; Sung, J.-Y.; Park, Y.-K,; Kim, Y.W.; Lee, J. Expression of Tumoral FOXP3 in
Gastric Adenocarcinoma Is Associated with Favorable Clinicopathological Variables and Related with Hippo Pathway. Int. J.
Clin. Exp. Pathol. 2015, 8, 14608-14618.

Murakami, S.; Shahbazian, D.; Surana, R.; Zhang, W.; Chen, H.; Graham, G.T.; White, S.M.; Weiner, L.M.; Yi, C. Yes-Associated
Protein Mediates Inmune Reprogramming in Pancreatic Ductal Adenocarcinoma. Oncogene 2017, 36, 1232-1244. [CrossRef]
Moroishi, T.; Hayashi, T.; Pan, W.-W.; Fujita, Y.; Holt, M.V.; Qin, J.; Carson, D.A.; Guan, K.-L. The Hippo Pathway Kinases
LATS1/2 Suppress Cancer Immunity. Cell 2016, 167, 1525-1539.e17. [CrossRef] [PubMed]

Shou, D.; Wen, L.; Song, Z.; Yin, J.; Sun, Q.; Gong, W. Suppressive Role of Myeloid-Derived Suppressor Cells (MDSCs) in the
Microenvironment of Breast Cancer and Targeted Immunotherapies. Oncotarget 2016, 7, 64505-64511. [CrossRef]


http://doi.org/10.1371/journal.pone.0027529
http://doi.org/10.1038/ncomms7683
http://doi.org/10.1038/onc.2011.8
http://doi.org/10.1007/s13402-013-0143-7
http://doi.org/10.1016/j.humpath.2017.08.032
http://doi.org/10.5301/tj.5000238
http://doi.org/10.1158/1078-0432.CCR-12-1959
http://www.ncbi.nlm.nih.gov/pubmed/23340296
http://doi.org/10.7554/eLife.02948
http://doi.org/10.3390/ijms19123770
http://www.ncbi.nlm.nih.gov/pubmed/30486435
http://doi.org/10.1038/nature11693
http://doi.org/10.3390/cancers13081981
http://www.ncbi.nlm.nih.gov/pubmed/33924049
http://doi.org/10.1038/nm.3562
http://www.ncbi.nlm.nih.gov/pubmed/24813251
http://doi.org/10.1158/1541-7786.MCR-17-0382
http://doi.org/10.1002/advs.201900860
http://doi.org/10.1158/1541-7786.MCR-19-0375
http://doi.org/10.1093/intimm/8.5.773
http://www.ncbi.nlm.nih.gov/pubmed/8671666
http://doi.org/10.1016/j.cell.2018.07.009
http://www.ncbi.nlm.nih.gov/pubmed/30100188
http://doi.org/10.1002/hep.26731
http://www.ncbi.nlm.nih.gov/pubmed/24002931
http://doi.org/10.1038/onc.2016.288
http://doi.org/10.1016/j.cell.2016.11.005
http://www.ncbi.nlm.nih.gov/pubmed/27912060
http://doi.org/10.18632/oncotarget.11352

Cancers 2021, 13, 3100 25 of 27

162.

163.

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

180.

181.

182.

183.

184.

185.

186.

187.

188.
189.

Yang, Z.; Guo, J.; Weng, L.; Tang, W.; Jin, S.; Ma, W. Myeloid-Derived Suppressor Cells-New and Exciting Players in Lung Cancer.
J. Hematol. Oncol. 2020, 13, 10. [CrossRef] [PubMed]

Sanaei, M.-].; Salimzadeh, L.; Bagheri, N. Crosstalk between Myeloid-Derived Suppressor Cells and the Immune System in
Prostate Cancer: MDSCs and Immune System in Prostate Cancer. J. Leukoc. Biol. 2020, 107, 43-56. [CrossRef] [PubMed]
Mantovani, A. The Growing Diversity and Spectrum of Action of Myeloid-Derived Suppressor Cells. Eur. J. Immunol. 2010, 40,
3317-3320. [CrossRef]

Wang, G.; Lu, X,; Dey, P,; Deng, P.; Wu, C.C,; Jiang, S.; Fang, Z.; Zhao, K.; Konaparthi, R.; Hua, S.; et al. Targeting YAP-Dependent
MDSC Infiltration Impairs Tumor Progression. Cancer Discov. 2016, 6, 80-95. [CrossRef]

Sarkar, S.; Bristow, C.A.; Dey, P; Rai, K.; Perets, R.; Ramirez-Cardenas, A.; Malasi, S.; Huang-Hobbs, E.; Haemmerle, M.; Wu, S.Y.;
et al. PRKCI Promotes Immune Suppression in Ovarian Cancer. Genes Dev. 2017, 31, 1109-1121. [CrossRef] [PubMed]

Wang, Y.; Justilien, V.; Brennan, K.I.; Jamieson, L.; Murray, N.R.; Fields, A.P. PKCt Regulates Nuclear YAP1 Localization and
Ovarian Cancer Tumorigenesis. Oncogene 2017, 36, 534-545. [CrossRef]

Zhao, X.; Rong, L.; Zhao, X.; Li, X;; Liu, X,; Deng, ].; Wu, H.; Xu, X,; Erben, U.; Wu, P; et al. TNF Signaling Drives Myeloid-Derived
Suppressor Cell Accumulation. J. Clin. Investig. 2012, 122, 4094-4104. [CrossRef]

Yang, R.; Cai, T.-T.; Wu, X.-J.; Liu, Y.-N.; He, J.; Zhang, X.-S.; Ma, G.; Li, ]. Tumour YAP1 and PTEN Expression Correlates with
Tumour-Associated Myeloid Suppressor Cell Expansion and Reduced Survival in Colorectal Cancer. Immunology 2018, 155,
263-272. [CrossRef]

Dong, Y.; Sun, Q.; Zhang, X. PD-1 and Its Ligands Are Important Immune Checkpoints in Cancer. Oncotarget 2017, 8, 2171-2186.
[CrossRef]

Keir, M.E.; Butte, M.].; Freeman, G.J.; Sharpe, A.H. PD-1 and Its Ligands in Tolerance and Immunity. Annu. Rev. Immunol. 2008,
26, 677-704. [CrossRef]

Wei, S.C.; Duffy, C.R.; Allison, J.P. Fundamental Mechanisms of Immune Checkpoint Blockade Therapy. Cancer Discov. 2018, 8,
1069-1086. [CrossRef] [PubMed]

Ribas, A.; Wolchok, J.D. Cancer Immunotherapy Using Checkpoint Blockade. Science 2018, 359, 1350-1355. [CrossRef] [PubMed]
Hsu, P-C.; Miao, J.; Wang, Y.-C.; Zhang, W.-Q.; Yang, Y.-L.; Wang, C.-W.; Yang, C.-T.; Huang, Z.; You, J.; Xu, Z.; et al. Inhibition of
Yes-Associated Protein down-Regulates PD-L1 (CD274) Expression in Human Malignant Pleural Mesothelioma. J. Cell Mol. Med.
2018, 22, 3139-3148. [CrossRef]

Kim, M.H.; Kim, C.G.; Kim, 5.-K.; Shin, S.J.; Choe, E.A.; Park, S.-H.; Shin, E.-C.; Kim, J. YAP-Induced PD-L1 Expression Drives
Immune Evasion in BRAFi-Resistant Melanoma. Cancer Immunol. Res. 2018, 6, 255-266. [CrossRef] [PubMed]

Miao, J.; Hsu, P-C; Yang, Y.-L.; Xu, Z.; Dai, Y.; Wang, Y.; Chan, G.; Huang, Z.; Hu, B.; Li, H; et al. YAP Regulates PD-L1
Expression in Human NSCLC Cells. Oncotarget 2017, 8, 114576-114587. [CrossRef]

He, J.; Hu, Y.; Hu, M; Li, B. Development of PD-1/PD-L1 Pathway in Tumor Immune Microenvironment and Treatment for
Non-Small Cell Lung Cancer. Sci. Rep. 2015, 5, 1-9. [CrossRef]

Mancuso, M.R.; Neal, ].W. Novel Systemic Therapy against Malignant Pleural Mesothelioma. Transl. Lung Cancer Res. 2017, 6,
295-314. [CrossRef]

Zanconato, F.; Cordenonsi, M.; Piccolo, S. YAP and TAZ: A Signalling Hub of the Tumour Microenvironment. Nat. Rev. Cancer
2019, 19, 454-464. [CrossRef]

Bingle, L.; Brown, N.J.; Lewis, C.E. The Role of Tumour-Associated Macrophages in Tumour Progression: Implications for New
Anticancer Therapies. ]. Pathol. 2002, 196, 254-265. [CrossRef]

Long, K.B.; Collier, A.I; Beatty, G.L. Macrophages: Key Orchestrators of a Tumor Microenvironment Defined by Therapeutic
Resistance. Mol. Immunol. 2019, 110, 3-12. [CrossRef] [PubMed]

Pollard, ].W. Tumour-Educated Macrophages Promote Tumour Progression and Metastasis. Nat. Rev. Cancer 2004, 4, 71-78.
[CrossRef] [PubMed]

Lu, L.; Li, Y;; Kim, S.M.; Bossuyt, W.; Liu, P,; Qiu, Q.; Wang, Y.; Halder, G.; Finegold, M.].; Lee, ].-S.; et al. Hippo Signaling Is a
Potent in Vivo Growth and Tumor Suppressor Pathway in the Mammalian Liver. Proc. Natl. Acad. Sci. USA 2010, 107, 1437-1442.
[CrossRef] [PubMed]

He, G.; Dhar, D.; Nakagawa, H.; Font-Burgada, J.; Ogata, H.; Jiang, Y.; Shalapour, S.; Seki, E.; Yost, S.E.; Jepsen, K.; et al.
Identification of Liver Cancer Progenitors Whose Malignant Progression Depends on Autocrine IL-6 Signaling. Cell 2013, 155,
384-396. [CrossRef] [PubMed]

Guo, X.; Zhao, Y,; Yan, H.; Yang, Y.; Shen, S.; Dai, X; Ji, X;; Ji, F; Gong, X.-G.; Li, L.; et al. Single Tumor-Initiating Cells Evade
Immune Clearance by Recruiting Type Il Macrophages. Genes Dev. 2017, 31, 247-259. [CrossRef] [PubMed]

Kim, W.; Khan, S.K;; Liu, Y.; Xu, R; Park, O.; He, Y.; Cha, B.; Gao, B.; Yang, Y. Hepatic Hippo Signaling Inhibits Protumoural
Microenvironment to Suppress Hepatocellular Carcinoma. Gut 2018, 67, 1692-1703. [CrossRef]

Huang, Y.-J.; Yang, C.-K.; Wei, P.-L.; Huynh, T.-T.; Whang-Peng, J.; Meng, T.-C.; Hsiao, M.; Tzeng, Y.-M.; Wu, A.T.; Yen, Y.
Ovatodiolide Suppresses Colon Tumorigenesis and Prevents Polarization of M2 Tumor-Associated Macrophages through YAP
Oncogenic Pathways. J. Hematol. Oncol. 2017, 10, 1-17. [CrossRef]

Nguyen, C.D.K; Yi, C. YAP/TAZ Signaling and Resistance to Cancer Therapy. Trends Cancer 2019, 5, 283-296. [CrossRef]

Zhao, W.; Liu, H.; Wang, J.; Wang, M.; Shao, R. Cyclizing-Berberine A35 Induces G2/M Arrest and Apoptosis by Activating YAP
Phosphorylation (Ser127). J. Exp. Clin. Cancer Res. 2018, 37, 1-12. [CrossRef]


http://doi.org/10.1186/s13045-020-0843-1
http://www.ncbi.nlm.nih.gov/pubmed/32005273
http://doi.org/10.1002/JLB.4RU0819-150RR
http://www.ncbi.nlm.nih.gov/pubmed/31721301
http://doi.org/10.1002/eji.201041170
http://doi.org/10.1158/2159-8290.CD-15-0224
http://doi.org/10.1101/gad.296640.117
http://www.ncbi.nlm.nih.gov/pubmed/28698296
http://doi.org/10.1038/onc.2016.224
http://doi.org/10.1172/JCI64115
http://doi.org/10.1111/imm.12949
http://doi.org/10.18632/oncotarget.13895
http://doi.org/10.1146/annurev.immunol.26.021607.090331
http://doi.org/10.1158/2159-8290.CD-18-0367
http://www.ncbi.nlm.nih.gov/pubmed/30115704
http://doi.org/10.1126/science.aar4060
http://www.ncbi.nlm.nih.gov/pubmed/29567705
http://doi.org/10.1111/jcmm.13593
http://doi.org/10.1158/2326-6066.CIR-17-0320
http://www.ncbi.nlm.nih.gov/pubmed/29382670
http://doi.org/10.18632/oncotarget.23051
http://doi.org/10.1038/srep13110
http://doi.org/10.21037/tlcr.2017.06.01
http://doi.org/10.1038/s41568-019-0168-y
http://doi.org/10.1002/path.1027
http://doi.org/10.1016/j.molimm.2017.12.003
http://www.ncbi.nlm.nih.gov/pubmed/29273393
http://doi.org/10.1038/nrc1256
http://www.ncbi.nlm.nih.gov/pubmed/14708027
http://doi.org/10.1073/pnas.0911427107
http://www.ncbi.nlm.nih.gov/pubmed/20080689
http://doi.org/10.1016/j.cell.2013.09.031
http://www.ncbi.nlm.nih.gov/pubmed/24120137
http://doi.org/10.1101/gad.294348.116
http://www.ncbi.nlm.nih.gov/pubmed/28223311
http://doi.org/10.1136/gutjnl-2017-314061
http://doi.org/10.1186/s13045-017-0421-3
http://doi.org/10.1016/j.trecan.2019.02.010
http://doi.org/10.1186/s13046-018-0759-6

Cancers 2021, 13, 3100 26 of 27

190.

191.

192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211.

212.

213.

Su, D.; Lin, Z. Dichloroacetate Attenuates the Stemness of Hepatocellular Carcinoma Cells via Promoting Nucleus-Cytoplasm
Translocation of YAP. Environ. Toxicol. 2021, 36, 975-983. [CrossRef]

Jin, D.; Wu, Y;; Shao, C.; Gao, Y.; Wang, D.; Guo, J. Norcantharidin Reverses Cisplatin Resistance and Inhibits the Epithelial
Mesenchymal Transition of Human Non-small Lung Cancer Cells by Regulating the YAP Pathway. Oncol. Rep. 2021, 45, 609-620.
[CrossRef]

Oku, Y.; Nishiya, N.; Shito, T.; Yamamoto, R.; Yamamoto, Y.; Oyama, C.; Uehara, Y. Small Molecules Inhibiting the Nuclear
Localization of YAP/TAZ for Chemotherapeutics and Chemosensitizers against Breast Cancers. FEBS Open Bio 2015, 5, 542-549.
[CrossRef]

Shao, D.D.; Xue, W.; Krall, E.B.; Bhutkar, A.; Piccioni, F.; Wang, X.; Schinzel, A.C.; Sood, S.; Rosenbluh, J.; Kim, ].W.; et al. KRAS
and YAP1 Converge to Regulate EMT and Tumor Survival. Cell 2014, 158, 171-184. [CrossRef] [PubMed]

Kitajima, S.; Asahina, H.; Chen, T.; Guo, S.; Quiceno, L.G.; Cavanaugh, ].D.; Merlino, A.A.; Tange, S.; Terai, H.; Kim, J.W.; et al.
Overcoming Resistance to Dual Innate Immune and MEK Inhibition Downstream of KRAS. Cancer Cell 2018, 34, 439-452.e6.
[CrossRef] [PubMed]

Liu-Chittenden, Y.; Huang, B.; Shim, ].S.; Chen, Q.; Lee, S.-J.; Anders, R.A.; Liu, J.O.; Pan, D. Genetic and Pharmacological
Disruption of the TEAD-YAP Complex Suppresses the Oncogenic Activity of YAP. Genes Dev. 2012, 26, 1300-1305. [CrossRef]
Wei, H.; Wang, F.; Wang, Y.; Li, T; Xiu, P; Zhong, J.; Sun, X.; Li, J. Verteporfin Suppresses Cell Survival, Angiogenesis and
Vasculogenic Mimicry of Pancreatic Ductal Adenocarcinoma via Disrupting the YAP-TEAD Complex. Cancer Sci. 2017, 108,
478-487. [CrossRef]

Vigneswaran, K.; Boyd, N.H.; Oh, S.-Y.; Lallani, S.; Boucher, A.; Neill, S.G.; Olson, ].J.; Read, R.D. YAP/TAZ Transcriptional
Coactivators Create Therapeutic Vulnerability to Verteporfin in EGFR-Mutant Glioblastoma. Clin. Cancer Res. 2021, 27, 1553-1569.
[CrossRef]

Wei, C.; Li, X. Determination of the Migration Effect and Molecular Docking of Verteporfin in Different Subtypes of Breast Cancer
Cells. Mol. Med. Rep. 2020, 22, 3955-3961. [CrossRef]

Morice, S.; Mullard, M.; Brion, R.; Dupuy, M.; Renault, S.; Tesfaye, R.; Brounais-Le Royer, B.; Ory, B.; Redini, F.; Verrecchia, F.
The YAP/TEAD Axis as a New Therapeutic Target in Osteosarcoma: Effect of Verteporfin and CA3 on Primary Tumor Growth.
Cancers 2020, 12, 3847. [CrossRef]

Dasari, V.R.; Mazack, V.; Feng, W.; Nash, J.; Carey, D.].; Gogoi, R. Verteporfin Exhibits YAP-Independent Anti-Proliferative and
Cytotoxic Effects in Endometrial Cancer Cells. Oncotarget 2017, 8, 28628-28640. [CrossRef]

Eales, K.L.; Wilkinson, E.A.; Cruickshank, G.; Tucker, ].H.R.; Tennant, D.A. Verteporfin Selectively Kills Hypoxic Glioma Cells
through Iron-Binding and Increased Production of Reactive Oxygen Species. Sci. Rep. 2018, 8, 1-12. [CrossRef]

Lui, J.W.; Xiao, S.; Ogomori, K.; Hammarstedt, J.E.; Little, E.C.; Lang, D. The Efficiency of Verteporfin as a Therapeutic Option in
Pre-Clinical Models of Melanoma. J. Cancer 2019, 10, 1-10. [CrossRef]

Zanconato, F; Battilana, G.; Forcato, M.; Filippi, L.; Azzolin, L.; Manfrin, A.; Quaranta, E.; Di Biagio, D.; Sigismondo, G.;
Guzzardo, V,; et al. Transcriptional Addiction in Cancer Cells Is Mediated by YAP/TAZ through BRD4. Nat. Med. 2018, 24,
1599-1610. [CrossRef]

Zhang, Y.; Shen, H.; Withers, H.G.; Yang, N.; Denson, K.E.; Mussell, A.L.; Truskinovsky, A.; Fan, Q.; Gelman, LH.; Frangou, C;
et al. VGLLA4 Selectively Represses YAP-Dependent Gene Induction and Tumorigenic Phenotypes in Breast Cancer. Sci. Rep. 2017,
7,1-14. [CrossRef]

Jiao, S.; Wang, H.; Shi, Z.; Dong, A.; Zhang, W.; Song, X.; He, F; Wang, Y.; Zhang, Z.; Wang, W.; et al. A Peptide Mimicking
VGLLA4 Function Acts as a YAP Antagonist Therapy against Gastric Cancer. Cancer Cell 2014, 25, 166-180. [CrossRef] [PubMed]
Song, S.; Xie, M.; Scott, A.W.; Jin, J.; Ma, L.; Dong, X.; Skinner, H.D.; Johnson, R.L.; Ding, S.; Ajani, J.A. A Novel YAP1 Inhibitor
Targets CSC-Enriched Radiation-Resistant Cells and Exerts Strong Antitumor Activity in Esophageal Adenocarcinoma. Mol.
Cancer Ther. 2018, 17, 443-454. [CrossRef]

Qi, L.; Shi, C,; Li,J.; Xu, S.; Han, Y,; Li, ].; Zhang, L. Yes-Associated Protein Promotes Cell Migration via Activating Wiskott-Aldrich
Syndrome Protein Family Member 1 in Oral Squamous Cell Carcinoma. J. Oral Pathol. Med. 2019, 48, 290-298. [CrossRef]

Zhao, B.; Xie, J.; Zhou, X.; Zhang, L.; Cheng, X.; Liang, C. YAP Activation in Melanoma Contributes to Anoikis Resistance and
Metastasis. Exp. Biol. Med. 2021, 246, 888-896. [CrossRef] [PubMed]

Zhao, X.; Wang, X.; Fang, L.; Lan, C.; Zheng, X.; Wang, Y.; Zhang, Y.; Han, X,; Liu, S.; Cheng, K ; et al. A Combinatorial Strategy
Using YAP and Pan-RAF Inhibitors for Treating KRAS-Mutant Pancreatic Cancer. Cancer Lett. 2017, 402, 61-70. [CrossRef]
[PubMed]

Zhou, T.-Y,; Zhuang, L.-H.; Hu, Y.; Zhou, Y.-L.; Lin, W.-K,; Wang, D.-D.; Wan, Z.-Q.; Chang, L.-L.; Chen, Y.; Ying, M.-D.; et al.
Inactivation of Hypoxia-Induced YAP by Statins Overcomes Hypoxic Resistance Tosorafenib in Hepatocellular Carcinoma Cells.
Sci. Rep. 2016, 6, 1-12. [CrossRef] [PubMed]

Lee, T.-F; Tseng, Y.-C.; Nguyen, P.A.; Li, Y.-C.; Ho, C.-C.; Wu, C.-W. Enhanced YAP Expression Leads to EGFR TKI Resistance in
Lung Adenocarcinomas. Sci. Rep. 2018, 8, 1-8. [CrossRef]

Sun, J.; Wang, X,; Tang, B.; Liu, H.; Zhang, M.; Wang, Y.; Ping, F.; Ding, J.; Shen, A.; Geng, M. A Tightly Controlled Src-YAP
Signaling Axis Determines Therapeutic Response to Dasatinib in Renal Cell Carcinoma. Theranostics 2018, 8, 3256-3267. [CrossRef]
Zhou, L.; Wang, Q.; Zhang, H.; Li, Y.; Xie, S.; Xu, M. YAP Inhibition by Nuciferine via AMPK-Mediated Downregulation of
HMGCR Sensitizes Pancreatic Cancer Cells to Gemcitabine. Biomolecules 2019, 9, 620. [CrossRef] [PubMed]


http://doi.org/10.1002/tox.23098
http://doi.org/10.3892/or.2018.6486
http://doi.org/10.1016/j.fob.2015.06.007
http://doi.org/10.1016/j.cell.2014.06.004
http://www.ncbi.nlm.nih.gov/pubmed/24954536
http://doi.org/10.1016/j.ccell.2018.08.009
http://www.ncbi.nlm.nih.gov/pubmed/30205046
http://doi.org/10.1101/gad.192856.112
http://doi.org/10.1111/cas.13138
http://doi.org/10.1158/1078-0432.CCR-20-0018
http://doi.org/10.3892/mmr.2020.11482
http://doi.org/10.3390/cancers12123847
http://doi.org/10.18632/oncotarget.15614
http://doi.org/10.1038/s41598-018-32727-1
http://doi.org/10.7150/jca.27472
http://doi.org/10.1038/s41591-018-0158-8
http://doi.org/10.1038/s41598-017-06227-7
http://doi.org/10.1016/j.ccr.2014.01.010
http://www.ncbi.nlm.nih.gov/pubmed/24525233
http://doi.org/10.1158/1535-7163.MCT-17-0560
http://doi.org/10.1111/jop.12833
http://doi.org/10.1177/1535370220977101
http://www.ncbi.nlm.nih.gov/pubmed/33307801
http://doi.org/10.1016/j.canlet.2017.05.015
http://www.ncbi.nlm.nih.gov/pubmed/28576749
http://doi.org/10.1038/srep30483
http://www.ncbi.nlm.nih.gov/pubmed/27476430
http://doi.org/10.1038/s41598-017-18527-z
http://doi.org/10.7150/thno.23964
http://doi.org/10.3390/biom9100620
http://www.ncbi.nlm.nih.gov/pubmed/31627466

Cancers 2021, 13, 3100 27 of 27

214.

215.

216.

217.

218.

219.

Fiorica, F,; Colella, M.; Taibi, R.; Bonetti, A.; Giuliani, J.; Perrone, M.S.; Missiroli, S.; Giorgi, C. Glioblastoma: Prognostic Factors
and Predictive Response to Radio and Chemotherapy. Curr. Med. Chem. 2020, 27, 2814-2825. [CrossRef]

Akervall, J.; Nandalur, S.; Zhang, J.; Qian, C.-N.; Goldstein, N.; Gyllerup, P.; Gardinger, Y.; Alm, J.; Lorenc, K.; Nilsson, K.; et al. A
Novel Panel of Biomarkers Predicts Radioresistance in Patients with Squamous Cell Carcinoma of the Head and Neck. Eur. J.
Cancer 2014, 50, 570-581. [CrossRef] [PubMed]

Fernandez-L, A.; Squatrito, M.; Northcott, P.; Awan, A.; Holland, E.C.; Taylor, M.D.; Nahlé, Z.; Kenney, A.M. Oncogenic YAP
Promotes Radioresistance and Genomic Instability in Medulloblastoma through IGF2-Mediated Akt Activation. Oncogene 2012,
31, 1923-1937. [CrossRef]

Xu, X.; Chen, Y,; Wang, X.; Mu, X. Role of Hippo/YAP Signaling in Irradiation-Induced Glioma Cell Apoptosis. Cancer Manag.
Res. 2019, 11, 7577-7585. [CrossRef] [PubMed]

Andrade, D.; Mehta, M.; Griffith, J.; Panneerselvam, ]J.; Srivastava, A.; Kim, T.-D.; Janknecht, R.; Herman, T.; Ramesh, R.; Munshi,
A. YAP1 Inhibition Radiosensitizes Triple Negative Breast Cancer Cells by Targeting the DNA Damage Response and Cell
Survival Pathways. Oncotarget 2017, 8, 98495-98508. [CrossRef]

Gopal, U.; Mowery, Y.; Young, K.; Pizzo, S.V. Targeting Cell Surface GRP78 Enhances Pancreatic Cancer Radiosensitivity through
YAP/TAZ Protein Signaling. J. Biol. Chem. 2019, 294, 13939-13952. [CrossRef]


http://doi.org/10.2174/0929867327666200131095256
http://doi.org/10.1016/j.ejca.2013.11.007
http://www.ncbi.nlm.nih.gov/pubmed/24332450
http://doi.org/10.1038/onc.2011.379
http://doi.org/10.2147/CMAR.S210825
http://www.ncbi.nlm.nih.gov/pubmed/31496812
http://doi.org/10.18632/oncotarget.21913
http://doi.org/10.1074/jbc.RA119.009091

	The Hippo Pathway Core 
	Extracellular and Intracellular Modulators of YAP 
	Mechanotransduction 
	Polarity and Tight Junction Proteins 
	The Cadherin-Catenin Complex 
	Soluble Growth Factors 
	Growth Factors 
	Hormones 
	Metabolic Factors 


	YAP-Dependent Signaling Pathways Impacting Cancer 
	YAP Action through the Stages of Cancer Development 
	Proliferation 
	Invasion and Migration 
	YAP as Tumor Suppressor 

	YAP at the Intersection of Immune and Tumor Cells 
	TILs and MDSCs 
	TAMs 


	Biochemistry and Translational Properties of Currently Known YAP Inhibitors 
	Drugs Affecting Nuclear Localization of YAP 
	Competitive Inhibition of YAP Binding and Function 
	Other Inhibitors 

	Conclusions 
	References

